APPENDIX

For tumor type MX, use asymptotic p-value.
For tumor type IN, use exact p-value.

APPTARS THIS WAY
CN ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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TABLE 1a

INTERCURRENT MORTALITY RATES -

ANIMAL: MOUSE
SEX: MALE
Dose
Time CTL LOW MED HIGH MAXI
Weeks [No. [No. |Cum % |No. |No. }Cum % [No. |No. |Cum % [No. INo. jCum % [No. [No. |Cum %
Died |Risk |Died Died |Risk |Died {Died Risk {Died Died jRisk {Died Died [Risk |Died

0-52 0 ] 50 0.0 1 50 2.0 1 50 2.0 2150 4.0 0} 50 0.0
53-78 1 50 2.0 1] 49 4.0 01 49 2.0 0] 48 4.0 4 | 50 8.0
79-91 2 149 6.0 0| 48 4.0 0] 49 2.0 4 | 48 12.0 1 46 10.0
92-105] 1 47 8.0 1 | 48 6.0 4 1 49 10.0 314 18.0 9 | 45 28.0
106-108] 46 | 50| 920 } 47 ] 50 940 | 45 50] 900 f41] 50 820 | 36 | 50 72.0

FTRTARS THIS WAY

80 A <
" IRIGIHAL

APPEARS THIS WAY

ON ORIGINAL
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TABLE 1b

INTERCURRENT MORTALITY RATES

ANIMAL: MOUSE
SEX: FEMALE
Dose
Time CTL LOW MED HIGH MAXI
Weeks INo. INo. [Cum % [No. [No. |Cum % [Ne. [No. |Cum % |No. {No. [Cum % [No. [No. {Cum %
Died JRisk |Died Died |Risk {Died Died JRisk |Died Died [Risk |Died Died JRisk [Died
0-52 2 50 4.0 2 50 4.0 1 50 2.0 2 50 4.0 0 50 0.0
53-78 2 48 8.0 0| 48 4.0 3 49 8.0 2 48 8.0 3 50 6.0
79-91 5 46 18.0 5 48 | 14.0 3 46 14.0 2 46 12.0 3 47 12.0
92-105] 4 41 26.0 2] 43 18.0 7 43 28.0 7 44 26.0 6 44 240
106-108] 37 | 50 740 1 41 ] SO0 | 8.0 | 36 | 50 72.0 371 50 74.0 38 ] 50 76.0
TS WAy
“A09 THIS 'WAY
STIGINAL
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TABLE 2a

ANIMAL: MOUSE

TEST OF HOMOGENEITY

Sex Method p-value

Male Cox 0.0078
Kruskal-Wallis 0.0086

Female Cox 0.8471
Kruskal-Wallis 0.8740

TEST OF LINEAR TREND

Sex Method p-value
Male Cox 0.0004
Kruskal-Wallis 0.0005
Female Cox 0.9771
Kruskal-Wallis 0.9491

APDEARS THIS WAY
0N ORIGINAL
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PATRWISE COMPARISONS

GROUP
CONSERVATIVE
0 Vvs. 1 CHISQ
PROB
0 vs. 2 CHISQ
PROB
0 vs. 3 CHISQ
PROB
0 Vs. 4 CHISQ
PROB
1 vs. 2 CHISQ
PROB
1 vs. 3 CHISQ
PROB
1VS. 4 CHISQ
PROB
2 VS. 3 CHISQ
. PROB
2 Vs. 4 CHISQ
PROB
3 vs. 4 CHISQ
PROB

TABLE 2b

ANIMAL: MOUSE

SEX: MALE

PAIRWISE COMPARISONS

{1 D.F. CHI-SQUARES, WITH CONT CORR} DSNAME: c¢:\ted\SV_MOU_M.DBS
EXACT ONE 2X2 CHI- DIRECTION COX'S TEST GENERALIZED K/W ANALYSIS
TAIL TEST SQUARE USING OF 2X2 CHI-SQ EXACT INVERSE CONSERVATIVE EXACT INVERSE

N IN DEN
.0000 NEG .1403 .1403 L1257 L1257
.5000 1.0000 .7080 .7080 .7229 L7230
.0000 POS .1082 .1092 .0998 .0998
.5000 1.0000 . 7410 L7411 L7521 L7521
1.4147 POS 1.4178 1.4173 2.1143 2.1136
.1168 .2343 .2338 .2338 .1459 .1460
5.4878 POS 5.4251 5.4180 6.385¢6 6.3777
.0087++ .0191* .0198* .0199* .0115* .0116*
.1359 POS L1390 .1390 .5208 .5207
L3575 .7124 .7093 .7093 .4705 .4705
2.3674 POS 2.3825 2.3809 3.3260 3.3238
.0606 .1239 .1227 .1228 .0682 .0683
7.0872 POS 6.9868 6.9707 8.0731 B8.0553
.0032+* L0078+ .0082++ .0083+*+ L0045+ L0045+~
.7475 POS .8391 .8387 1.4613 1.4605
-1940 .3873 L3597 .3598 .2267 .2269
4.1585 POS 4.3625 4.3559 5.4652 5.4568
.0198+ 0414 .0367* .0369* .0194+* .0195*
.9034 POS .8376 .8370 1.1212 1.1205
.1710 .3419 .3601 .3602 .2897 .2898

APPEARS THIS WAY
CN ORIGINAL

APPEARS THIS WAY

aN NRIGINAL
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TABLE 2b (Continued)

ANIMAL: MOUSE
SEX: FEMALE

PAIRWISE COMPARISONS

PAIRWISE COMPARISONS {1 D.F. CHI-SQUARES, WITH CONT CORR) DSNAME: c:\ted\SV_MOU_F.DBS
EXACT ONE 2X2 CHI- DIRECTION COX'S TEST GENERALIZED K/W ANALYSIS
GROUP TAIL TEST SQUARE USING OF 2X2 CHI-SQ EXACT INVERSE CONSERVATIVE EXACT INVERSE
CONSERVATIVE
N IN DEN
0 Vvs. 1 CHISQ .5245 NEG .5185 .5184 .8200 .8198
PROB .2348 .4689 L4715 L4715 .3652 L3652
0 Vs. 2 CHISQ .0000 POS .0218 .0218 .0041 L0041
PROB .5000 1.0000 .8826 .B882¢6 . 9490 L9491
0 Vvs. 3 CHISQ .0000 POS .0001 .0001 .0002 .0002
PROB .5900 1.0000 .9915 .9915 .9875 .9875
0 Vs. 4 CHISQ .0000 NEG .0073 .0073 L1171 .1170
PROB .5000 1.0000 .9320 .9321 L1322 L7323
1 vs. 2 CHISQ .9034 POS .7764 .7763 . 9955 .9953
PROB L1710 .3419 .3782 .3783 .3184 .3184
1 vs. 3 CHISQ .5245 POS .4928 .4928 L7608 .7607
PROB .2348 .4689 .4827 .4827 .3831 .3831
1 Vvs., 4 CHISQ L2411 POS .1916 .1916 .3400 .3399
PROB .3121 .6234 .6616 .6616 .5598 .5599
2 Ys. 3 CHISQ .0000 NEG .0189 .0189 .0026 .0026
PROB .5000 1.0000 .8907 .8907 .9596 .9596
2 VS. 4 CHISQ .0520 NEG .0436 .0436 L1261 L1261
PROB .4100 .8197 .8346 .8346 .7225 L7225
3 VS. 4 CHISQ .0000 NEG .0031 .0031 07117 .0776
PROB .5000 1.0000 .9558 .9558 .7805 .7805

APPEARS THIS WAY
ON ORIGINAL
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Table 3 (Part I)
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Selected Organs and Organ Codes for Mouse Study

FDA TRANSFERFILE TUMORDATA
SPECIFICATIONS OF DATASETS

TEST SUBSTANCE:
TEST SYSTEM H
SPONSOR :

BAY w 6228

MOUSE, 2 years, feading

BAYER AG, Wuppertal

PAGR : 25

T3040234
STUDY REF. : 03636 sCH
DATE : 20-DEC-96

PATHDATA SYSTEM V3.5d

P e o xR PR R P R E R R R R R R LR LR L L L R

DATASET 4, File

STD03636.DT4

RC! Field numbers

0lo2 CEREBELLUM
0200 SPINAL CORD
0900 LUNGS

1601  DUODENUM
1800 LIVER
2000 PANCREAS
2100 KIDNEYS
10 3200 OVARIES
11 3400 UTERUS .
12 3500 VAGINA'
13 4100 PITUITARY GLAND
14 4200 THYROID GLAND
15 4300 PARATHYROID GLANDS
16 4400 ADRENAL GLANDS
17 4500 HEMOLYMPHORET. SYS.
18 4600 - SPLEEN
19 5104 MESENT. LYMPH NODE
20 5400 HARDERIAN GLANDS.
21 5600 MAMMARY GLAND
22 5700 SKIN _
23 5800 SKELETAL MUSCLE
24 5901 FEMOR
25 5902 STERNUM

1
2
3
4
5 1500 STOMACH
6
7
8
9

26 6302 MESENTERY

27 6304 SUBCUTIS

19



Table 3 (Part II)

Tumors and Tumor Codes for Mouse Stlidy

FDA TRANSFERFILE TUMORDATA PAGB : 22
SPECIFICATIONS OF DATASETS T3040234
TRST SUBSTANCE: BAY w 6228 STUDY REF. : 03636 SCH
TEST SYSTEM : MOUSE, 2 years, feeding DATE : 20-DEC-96
SPONSOR : BAYER AG, Wuppertal PATHDATA SYSTEM V3.5d

DATASET 3, Pile STD03636.DT3

RC! Field numbers
1 1 2
--# ...... PR R R EEE R R R et et Sniiadidbadediod ittt it
010104 MENINGEOMA MALIGNANT
010205 MENINGEOMA MALIGNANT
020005 OSTEOSARCOMA
020007 HISTIOCYTIC SARCOMA
0950003 BRONCHIOLO-ALVEOLAR CARCINOMA,MULTIPLE
050009 HISTIOCYTIC SARCOMA
090010 BRONCHIOLO-ALVEOLAR ADENOMA
090011 BRONCHIOLO-ALVEOLAR ADENOMA,MULTIPLE
090013 BRONCHIOLO-ALVEOLAR CARCINOMA
10 150002 PAPILLOMA FORESTOMACH
11 150012 HISTIOCYTIC SARCOMA
12 150013 SQUAMOUS CELL CARCINOMA
13 160101 ADENOMA
14 180007 HEPATOCELLULAR ADENOMA -
15 180008 HEMANGIOMA
16 180012 HEPATOCELLULAR CARCINOMA
17 180014 EEMANGIOSARCOMA,MULTIPLE
18 180015 HEMANGIOSARCOMA .
19 180017 HEPATOCELLULAR ADENOMA,MULTIPLE
20 180020 HEPATOCELLULAR CARCINOMA,MULTIPLE
21 180027 HISTIOCYTIC SARCOMA
22 200007 BENIGNE ISLET CELL TUMOR
23 200009 EXOCRINE ADENOCARCINOMA
24 200010 SARCOMA NOT OTHER SPECIFIED
25 210013 HISTIOCYTIC SARCOMA
26 320005 LUTEOMA
27 320008 TUBULAR ADENOMA
28 320010 GRANULOSA CELL TUMOR
29 320014 MIXED ADENOMA
30 320015 TERATOMA
31 320016 CYSTIC ADENOMA
32 320017 HISTIOCYTIC SARCOMA
33 340003 ENDOMETRIAL SARCOMA
34 340010 ADENOCARCINOMA
35 340012 LEIOMYOSARCOMA
. 36 340013 STROMAL ADENOMA
37 340015 HISTIOCYTIC SARCOMA
38 340016 POLYPOID ADENOMA
39 340018 SARCOMA NOT OTHER SPECIFIED
40 340019 LEIOMYOMA - -
41 350002 BASAL-CELL TUMOR

WU & W
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Table 3 (Part II)
(Continued)

Tumors and Tumor Codes for Mouse Study

FDA TRANSFERFILE TUMORDATA
SPECIFICATIONS OF DATASETS

TEST SUBSTANCE: BAY w 6228
TEST SYSTEM MOUSE, 2 years, feeding
SPONSOR BAYER AG, Wuppertal

DATASET 3, PFPile STD03636.DT3

RC! Field numbers
I 1 -2

L P T L T R R P TR R R L L T P

42 350006 STROMAL POLYP
43 350007 SQUAMOUS CELL CARCINOMA

44 350009 HISTIOCYTIC SARCOMA

45 410002 ADENOMA ADENOHYPOPHYSIS

46 410004 CARCINOMA INTERMEDIAL PARS
47 410006 CARCINOMA ADENOHYPOPHYSIS
48 410010 ADENOMA P.INTERMEDIA

49 420003 FOLLICULAR ADENOMA

S0 420004 FOLLICULAR ADENOMA,MULTIPLE
51 430002 ADENOMA

52 440009 PHAEOCHROMOCYTOMA

53 440011 CORT.A-CELL-ADENOMA

S4 440012 MALIGNANT PHAEOCHROMOCYTOMA
55 440015 CORT.B-CELL-ADENOMA

56 440020 MIXED CELL ADENOMA,CORTICAL
57 450001 MALIGNANT LYMPHOMA

S8 450002 MYELOID LEUKEMIA

59 450003 HISTIOCYTIC SARCOMA

60 450004 MALIGNANT FIBROUS HISTIOCYTOMA -
61 460004 HEMANGIOMA '
62 460007 HEMANGIOSARCOMA

63 460012 HISTIOCYTIC SARCOMA

64 510408 HEMANGIOMA

65 510412 HEMANGIOSARCOMA

66 510415 HISTIOCYTIC SARCOMA

67 540004 ADENOMA

68 540007 ADENOMA, MULTIPLE

69 560003 ADENOCARCINOMA

70 570002 SARCOMA NOT OTHER SPECIFIED
71 570003 FIBROSARCOMA .
72 570004 FIBROMA

73 570008 GRANULAR CELL TUMOR

74 580008 HISTIOCYTIC SARCOMA

75 580009 FIBROSARCOMA/INFILTRATION
76 580013 OSTEOSARCOMA/INFILTRATION
77 580014 FIBROMA '

78 590103 ANGIOMA

79 590202 SARCOMA NOT OTHER SPECIFIED
80 630206 SARCOMA NOT OTHER SPECIFIED
81 630207 HISTIOCYTIC SARCOMA

82 630209 MALIGNANT MESOTHELIOM -—
83 630401 LIPOMA

PAGE : 23
T3040234

STUDY REF. : 03636 SCH
DATE - 3 20-DEC-96
PATHDATA SYSTEM V3.S5d



Table 3 (Part IT)
(Continued)

Tumors and Tumor Codes for Mouse Study

FDA TRANSFERFILE TUMORDATA
SPECIFICATIONS OF DATASETS

TEST SUBSTANCE

TEST SYSTEM
SPONSOR

BAY w 6228

BAYER AG, Wuppertal

: MOUSE, 2 years, feeding

PAGE : 24
T3040234

STUDY REF. : 03636 sCH
DATE : 20-DEC-96
PATHDATA SYSTEM V3.5d

DATASET 3, File STD03636.DT3

RC! Field numbers

11

2

LY LR R XX J PR LR R LR EEE L LAt bt hahdndedhadde et et ittt

84 630404
85 630405
86 630406
87 630408
88 630414
89 630415
90 630416

SARCOMA NOT OTHER SPECIFIED

ADENOCARCINOMA
FIBROMA

FIBROSARCOMA
LIPOSARCOMA
HISTIOCYTIC SARCOMA
FIBROSARCOMA, MULTIPLE

'APPEARS THIS WAY

ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL



ORGAN
LUNGS
LUNGS
LUNGS

LUNGS

STOMACH
STOMACH
DUODENUM

LIVER

LIVER

LIVER

LIVER

LIVER

TABLE 3a

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note:

ORGAN

CODE
(0900
(0900

(0900

(0900

(1500

(1500

(1601

(1800

(1800

{1800

(1800

(1800

Dose Levels Included:

For missing Tumor-Caused-Death set INCIDENTAL

IN: Incidental (nonfatal) to all,

Symbols:
TUMOR TUMOR TUMOR
NAME CODE TYPE

)BRONCHIOLO-AL (090003 ) 1IN

in CTL
} IN

Tumor rate: 2%\
) BRONCKIOLO-AL (090010

in CTL
) IN

Tumor rate: 4%
) BRONCHIOLO-AL (090011

<1% in CTL
) IN

Tumor rate:
) BRONCHIOLO-AL (090013

in CTL
} IN

Tumor rate: 4%
) PAPILLOMA FOR (150002

Tumor rate: <1% in CTL
) SQUAMOUS CELL(150013 ) IN

in CTL
) IN

Tumor rate: <1%
} ADENOMA (160101

in CTL
) MX

Tumor rate: <1%
) HEPATOCELLULA (180007

Tumor rate: 14% in CTL

} HEMANGIOMA (180008 ) IN

in CTL
) MX

Tumor rate: 2%
) HEPATOCELLULA (180012

<1% in CTL
) IN

Tumor rate:
) HEMANGIOSARCO (180014

<1% in CTL
) IN

Tumor rate:
) HEMANGIOSARCO (180015

Tumor rate: <1% in CTL

TIME

INTERVAL

IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
FA

-
z

IN

106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
53-78
53-78
106-108
106-108
Total
106-108
106-108
Total
106-108
106~108
Total
106-108
106-108
Total
53-78
53-78
79-91
79-91
92-105
92-105
106-108
106-108
97

97
Total

ITNPFPRENENDHERRDE RN LR RN TSN NN RN

106-108
106-108
Total
53-78
53-78
79-91
79-91
92-105
92-105
106-108
106-108
s

75

77

il

78

78

100

100

101

101

102

102
Total
106-108
106-108
Total
106-108
106-108
Total

TN NP INFENFPRDENENDFENNENDEHENDENDERND N

23

- -

-

FS FS -

-

-~
NYUOONRHFONOOHOAODOANAOORONBNHOORMNONS NN K

-

-~

- - w wn w -
OAOONCONONONOOOOOOORAOHONOHO KUK

- -

-

ROW TABLE

- S

-

'S -~ F

FS
N OO IO OFOONOOYNOONOONOHOHANKHOKMHGH

L

o

o - - - - -~
ONMOONONDDODIODODODHOVONMI O OOCOO IO

- -~

-

o~ -

'y
COVOWNWOWLO

-~ -~ 'S -
COWVWOOUWUO K & = - & s

[« X3

- W
coowo WDO® W

-~

- - - - - -
HAh RSO DO NHFWOOWOWVWOOWNK s O

- -

-

o~

w
OO IAO O

-3
RNEWH:s OFROMMHOFHOFONWN:

Ll L L3 - N -
oo L WeRT. NN}

o

-
dMOBDODOD®ONVWONN: O

LN ot
COoOMHOMNOWO

-
(-0 )

CTRL LOW MED HIGH MAXI (0 1 5 25 125}

w w

W

w
ANOHLODONODOAODHUVMHFEFAODWHFOAROONAOORNRO

w

W N
- gr-y eyt

W
NO

W W - - - %)
OCNAOCORARDVRHNOVHVONHDODHREBaNUNWHO KO

w W

w

FA: Fatal to all, MX: Mixed (Fatal to some)
~, + and * indicate that p-values are <0.005, <0.025 and <0.05 respectively.

P VALUES
EXACT  ASYMP- CONTINU
PERMU  TOTIC CORRECT
0.955 0.798 0.801
0.860 0.866 0.866
0.786 0.719 0.722
0.553 0.630 0.632
0.162 0.115 0.116
0.358 0.517 0.522
0.358 0.517 0.522
0.000~ 0.000~ 0.000%
(P<0.005}
1.000 0.726 0.730
0.071 0.066 0.067
0.567 0.688 0.692

0.567 0.688 0.692



TABLE 3a (Continued)

24

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE

LIVER (1800
LIVER (1800
LIVER (1800
PANCREAS (2000
PANCREAS (2000

THYROID GL{4200

PARATHYROI (4300

ADRENAL GL (4400

ADRENAL GL (4400

ADRENAL GL (4400

.~

HEMOLYMPHO (4500

HEMOLYMPHO (4500

HEMOLYMPHO (4500

SPLEEN (4600

SPLEEN (4600
SPLEEN (4600
MESENT. LY(5104
HARDERIAN (5400
FEMUR (5901

MESENTERY (6302

TUMOR
NAME

TUMOR
CODE

TUMOR
TYPE

JHEPATOCELLULA (180017 ) 1IN

Tumor rate: <1% in CTL
YHEPATOCELLULA (180020 ) 1IN

Tumor rate: <1l% in CTL
JHISTIOCYTIC S(180027 ) IN

in CTL
} IN

Tumor rate: <1%
YBENIGNE ISLET (200007

in CTL
) IN

Tumor rate: 2%
}EXOCRINE ADEN (200009

Tumor rate: <1% in CTL
JFOLLICULAR AD({420003 ) IN

Tumor rate: <l%

) ADENOMA (430002 ) IN

in CTL
) IN

Tumor rate: <l%
)CORT.A-CELL-A{440011

in CTL
) IN

Tumor rate: 2%
) CORT.B-CELL-A (440015

Tumor rate: <1% in CTL
JMIXED CELL AD(440020 ) IN

in CTL
)} MX

Tumor rate: <1%
)MALIGNANT LYM (450001

in CTL
) MX

Tumor rate: 6%
YHISTIOCYTIC S(450003

<ls in CTL
) IN

Tumor rate:
}JMALIGNANT FIB (450004

in CTL
)} IN

Tumor rate: 4%
) HEMANGIOMA (460004

<1l% in CTL
) IN

Tumor rate:
) HEMANGIOSARCO (460007

<1% in CTL
) IN

Tumor rate:
)JHISTIOCYTIC S(460012

Tumor rate: <1% in CTL
JHISTIOCYTIC S(510415 ) IN

<1% in CTL
) IN

Tumor rate:
) ADENOMA (540004

in CTL
) IN

Tumor rate: 4%
YANGIOMA (590103

in CTL
) IN

Tumor rate: <l%°
}SARCOMA NOT 0(630206

Tumor rate: <1% in CTL

in CTL

TIME

INTERVAL ROW TABLE

IN 106-108 1 0o 0 O
IN 106-108 2 46 47 45
- Total - 0 0 0
IN 106-108 1 0 ¢ 0
IN 106-108 2 46 47 45
~ Total - 0 0 0
IN 106-108 1 0 0 2
IN 106-108 2 46 47 43
- Total - 0 0 2
IN 106-108 1 1 0 0
IN 106-108 2 44 47 45
- Total - 1 0 0
IN 106-108 1 0 0 1
IN 106-108 2 45 47 4
- Total - 0 0 1
IN 106-108 1 0 0 ©
IN 106-108 2 46 47 45
- Total - 0 0 O
IN 106-108 1 ¢ 0 O
IN 106-108 2 46 47 45
- Total - 0 0 0
IN 106-108 1 1 2 1
IN 106-108 2 44 45 44
- Total - 1 2 1
IN 106-108 1 01 0
IN 106-108 2 45 46 45
- Total - 0 1 0
IN 106-108 1 0 2 1
IN 106-108 2 45 45 44
- Total - o 2 1
IN 106-108 1 1 4 0
IN 106-108 2 45 43 45
FA 85 1 1 0 0
FA 85 2 47 48 49
FA 103 1 1 0 0
FA 103 2 46 48 45
FA 104 1 0 1 0
FA 104 2 46 47 45
- Total - 3 5 0
IN 106-108 1 6 0 3
IN 106-108 2 46 47 42
FA 90 1 0 0 0
FA 90 2 47 48 49
- Total - 0 0 3
IN 53-78 1 1 0 0
IN 53-78 2 o1 .
IN 106-108 1 1 0 0
IN 106-108 2 45 47 45
- Total - 2 0 0
IN 106-108 1 01 0
IN 106-108 2 46 46 45
- Total - 01 0
IN 106-~108 1 0 2 0
IN 106-108 2 46 45 45
-~ Total ~ 0 2 0
IN 106-108 1 0 0 1
IN 106-108 2 46 47 44
- Total =~ 0 0 1
IN 106-108 1 0 0 1
IN 106~-108 2 46 47 44
- Total - 0 0 1
IN 106-108 1 2 2 5
IN 106-108 2 44 45 40
- Total -~ 2 2 5
IN 106-108 1 0 1 0
IN 106-108 2 46 46 45
- Total - 0 1 0
IN 92-105 1 0 0 1
IN 92-105 2 1 1 3
- Total - ¢ 0 1

24

W

P VALUES
EXACT  ASYMP-
PERMU  TOTIC
0.001~ 0.000"
(P<0.025)
0.343 0.525
0.238 0.242
1.000 0.727
0.570 0.688
0.092 0.065
0.358 0.517
0.768 0.821
0.238 0.129
0.835 0.831
0.529 0.562
0.307 0.396
1.000 0.933
0.507 0.670
0.861 0.794
0.567 0.688
0.567 0.688
0.822 0.801
0.786 0.7}9
0.889 0.862

CONTINU
CORRECT
0.000"

0.528

0.822

0.130

0.934

0.673

0.796

0.692

0.692

0.802

0.722

0.864
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TABLE 3a (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE

MESENTERY (6302
SUBCUTIS (6304

SUBCUTIS (6304

SUBCUTIS (6304

(End of File)

JMALIGNANT MES{630209
in CTL -~ Total
in CTL - Total
) LIPOSARCOMA

in CTL - Total
)HISTIOCYTIC S(630415

in CTL - Total

TUMOR TIME
TYPE INTERVAL

g
g
3

[=)

) IN IN 79-91
IN 79-91

) IN IN 106-108
IN 106-108

FS
-

HWHOAMOOHOOMD
W

OHOOHOOMNOOHO

ONOHKHHOMO K -
-
(=X -REY-¥- 3
-

) IN IN 79-91
IN 79-91

(=N = )

) IN IN 79-91
IN 79-91

LRI NN N
O OO Orarrd- O

SO IAND e, o s
AT AR ii(ng oE /

Uil ORIGINAL

APPEARS THIS ™Ay

e ka3 Nl A
0N ORIGIMNAL

P VALUES
EXACT
PERMU
1.000
0.567
1.000

0.714

ASYMP-

TOTIC

0.792

0.688

0.792

0.572

CONTINU

CORRECT

0.796

0.692

0.796

0.577



ORGAN
NAME

CEREBRUM
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TABLE 3b

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN
CODE

(0101

CEREBELLUM (0102

SPINAL COR{(0200

SPINAL COR (0200

LUNGS

LUNGS

LUNGS

STOMACH

STOMACH

LIVER

LIVER

LIVER

LIVER

LIVER

LIVER

LIVER

(0900

(0900

(0900

(1500

(1500

(1800

(1800

(1800

(1800

(1800

(1800

(1800

Note:

Dose Levels Included:

CTRL LOW MED HIGH MAXI

For missing Tumor-Caused-Death set INCIDENTAL

IN:

Incidental (nonfatal) to all,

(01525 12%)

FA: Fatal to all,

MX: Mixed (Fatal to some)

Symbols: ~, + and * indicate that p-values are <0.005, <0.025 and <0.05 respectively.

TUMOR
CODE

TUMOR
TYPE

TUMOR
NAME

YJMENINGEOMA MA (010104 ) IN

in CTL
} IN

Tumor rate: 2%
JMENINGEOMA MA (010205

in CTL
) IN

Tumor rate: 2%
JOSTEOSARCOMA (020005

in CTL
) IN

Tumor rate: <1%
)HISTIOCYTIC $(020007

in CTL
) IN

Tumor rate: 2%
JHISTIOCYTIC S(090009

in CTL
} IN

Tumor rate: 2%
) BRONCHIOLO-AL (090010

in CTL
) FA

Tumor rate: 2%
} BRONCHIOLO-AL (090013

Tumor rate: 2% in CTL
)JPAPILLOMA FOR(150002 ) IN

<1% in CTL
) IN

Tumor rate:
JHISTIOCYTIC S(150012

<1l% in CTL
} IN

Tumor rate:
) HEPATOCELLULA (180007

<1% in CTL
} IN

Tumor rate:
) HEMANGIOMA (180008

<1l% in CTL
) X

Tumor rate:
)HEPATOCELLULA (180012

<1% in CTL
) FA

Tumor rate:
) HEMANGIOSARCO (180015

in CTL
} IN

Tumor rate: 2%
YHEPATOCELLULA (180017

<1% in CTL
) IN

Tumor rate:
Y HEPATOCELLULA (180020

Tumor rate: <1% in CTL
)HISTIOCYTIC S$(180027 ) IN

Tumor rate: 6% - in CTL

TIME

INTERVAL

IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
FA
FA
IN
IN
IN
IN
IN
IN
IN
IN

79-91
79-91
Total
106-108
106-108
Total
106-108
106-108
Total
79-91
79-91
Total
79-91
79-91
106-108
106-108
Total
106-108
106-108
Total
100

100
Total
106-108
106-108
Total
106-108
106-108
Total
92-105
92-105
106-108
106-108
Total
53-78
53-78
106-108
106-108
Total
106-108
106-108

106-108
Total
106-108
106-108
Total
79-91
79-91
92-105
92-105
106-108
106-108
Total
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w
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w

w W

w

- s W
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ONO JOWOORNODONAOOULOONOADNAODOAOWONANJOOANANODONNOOHOO

W

W

w

w
~NOOvwOoOoONO

Lt

w

[ o~

w w

w

W - - - w
RYdOMAMNOONOONOOMONKFHFREUKMJONRM HEHJOVYDOONOHAOOOHAOYONOONDO

w

w

o

(%]

W L w

w w
ABNODOOMOCOOHIHNIFHENFHFOWOORMOODOOWO

W [
WOANGAONFHFHJdHWUNW

W

P VALUES

EXACT  ASYMP-
PERMU  TOTIC
1.000 0.707
1.000 0.743
0.804 0.736
1.000 0.707
0.079 0.016+
0.271 0.247
1.000 0.741
0.397 0.551
0.804 0.736
0.000~ 0.000"
(P<0.025)
0.480 0.637
0.128 0.162
1.000 0.745
0.000~ 0.000"
(P<0.025)
0.201 0.025*
0.139 0.102

CONTINU
CORRECT
0.710
0.746
0.739

0.710

0.016+

0.000"

0.164

0.748
0.000"
0.026*

0.103



ORGAN
NAME
PANCREAS

PANCREAS

KIDNEYS

COVARIES
OVARIES
OVARIES
OVARIES
OVARIES
OVARIES
OVABIES
UTERUS
UTERUS
UTERUS
UTERUS

UTERUS

UTERUS
UTERUS
UTERUS
VAGINA
VAGINA
VAGINA

VAGINA
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TABLE 3b (Continued)

- ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN
CODE

(2000

(2000

(2100

(3200

(3200

(3200

(3200

(3200

(3200

(3200

(3400

(3400

(3400

(3400

(3400

(3400

(3400

(3400

(3500

(3500

(3500

(3500

TUMOR TUMOR TUMOR
NAME CODE TYPE

)BENIGNE ISLET(200007 ) IN

Tumor rate: <1% in CTL
)SARCOMA NOT 0(200010 ) IN

Tumor rate: <1% in CTL
YHISTIOCYTIC S(210013 ) IN

Tumor rate: 4% in CTL
) LUTEOMA (320005 ) IN

Tumor rate: 2% in CTL
) TUBULAR ADENO(320008 ) IN

Tumor rate: 2% in CTL
YGRANULOSA CEL (320010 ) IN

Tumor rate: <1% in CTL
)JMIXED ADENOMA (320014 ) IN

Tumor rate: <18 in CTL
) TERATOMA (320015 ) IN

Tumor rate: <1% in CTL
JCYSTIC ADENOM(320016 ) IN

Tumor rate: <1% in CTL
YHISTIOCYTIC S(320017 ) 1IN

Tumor rate: 2% in CTL
)ENDOMETRIAL S(340003 ) IN

Tumor rate: 2% in CTL
YADENOCARCINOM (340010 ) IN

Tumor rate: 2% in CTL
) LEIOMYOSARCOM (340012 ) IN

Tumor rate: 2% in CTL
) STROMAL ADENO(340013 ) IN

Tumor rate: 2% in CTL
JHISTIOCYTIC S(340015 ) IN

Tumor rate: 2% in CTL
) POLYPOID ADEN (340016 ) IN

Tumor rate: <1% 4in CTL
)SARCOMA NOT 0(340018 ) IN

Tumor rate: <1% in CTL
) LEIOMYOMA (340019 ) IN

Tumor rate: 4% in CTL
)BASAL-CELL TU(350002 ) IN

Tumor rate: 2% in CTL
) STROMAL POLYP (350006 ) IN

Tumor rate: <1% in CTL
) SQUAMOUS CELL (350007 ) IN

Tumor rate: 2% ~ in CTL
YHISTIOCYTIC S(350009 ) 1IN

Tumor rate: 2% in CTL

TIME

INTERVAL

IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN

IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN

92-105
92-105
Total
79-91
79-91
Total
79-91
79-91
106-108
106-108
Total
106-108
106~-108
Total
106-108
106-108
Total
106-108
106-108
Total
92-105
92-105
Total
0-52
0-52
Total
92-105
92-10%
Total
79-91
79-91
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
79-91
79-91
92-105
92-105
106-108
106-108
Total
106-108
106-108
Total
79-91
79-91
Total
106-108
106-108
Total
106~108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
79-91
79-91
Total
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w

W w
CONDODOOBOODOODOWOOWO H U -

w

W W W

w

w

W w w w
QWOODOODPOOXOODOOWOODBOHDONONHKEHIHODOODOODBOOWOHLKO:

W

P VALUES
EXACT
PERMU
0.240
0.722

0.987

0.638

0.963

0.397

0.769

0.286

0.231

1.000

0.831

0.638

0.910

0.363

0.297

0.587

0.722

1.000

1.000

0.397

1.000

1.000

ASYMP-
TOTIC
0.040*

0.699

0.059

0.037*

0.707

0.802

0.856

0.177

0.344

0.708

0.699

0.822

0.743

0.551

0.743

0.707

CONTINU
CORRECT
0.041"

0.703

0.037*

0.804

0.712

0.857

0.179

0.345

0.711

0.703

0.824

0.746

0.556

0.746

0.710
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TABLE 3b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN
CODE

ORGAN
NAME

PITUITARY (4100

PITUITARY (4100
PITUITARY (4100
PITUITARY (4100
THYROID GL(4200
THYROID GL {4200
PARATHYROI (4300
ADRENAL GL (4400
ADRENAL GL{4400

ADRENAL GL (4400

ADRENAL GL (4400

HEMOLYMPHO (4500

TUMOR
NAME

TUMOR
CODE

)ADENOMA ADENO (410002 ) IN

in CTL
} IN

Tumor rate: 6%
) CARCINOMA INT (410004

<1l% in CTL
) IN

Tumor rate:
) CARCINOMA ADE (410006

in CTL
) IN

Tumor rate: <1%
)JADENOMA P.INT (410010

<l% in CTL
J IN

Tumor rate:
) FOLLICULAR AD (420003

in CTL
} IN

Tumor rate: 2%
) FOLLICULAR AD (420004

in CTL
) IN

Tumor rate: <l%
) ADENOMA (430002

in CTL
) IN

Tumor rate: 4%
) PHAEOCHROMOCY (440009

in CTL
) IN

Tumor rate: <l%
)CORT.A-CELL-A (440011

in CTL
) FA

Tumor rate: 2%
}MALIGNANT PHA (440012

Tumor rate: <1% in CTL
JCORT.B-CELL-A (440015 ) 1IN

<1% in CTL
) X

Tumor rate:
)MALIGNANT LYM(450001

APPEARS THIS WAY
ON ORIGINAL

IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
FA
FA

IRIIIVISIIDIIIIDIDIAVIIIIIPY

TUMOR TIME
TYPE INTERVAL

79-91 1
79-91 2
92-105 1
92-105 2
106-108 1
106-108 2
Total -
106-108 1
106-108 2
Total -
92-105 1
92-105 2
Total -
106-108 1
106-108 2
Total -
106~108 1
106-108 2
Total -
106-108 1
106-108 2
Total -
106-108 1
106-108 2
Total -
106-108 1
106-108 2
Total -
106-108 1
106-108 2
Total -
68 1
68 2
87 1
87 2
Total -
106-108 1
106-108 2
Total -
79-91 1
79-91 2
92-105 1
92-105 2
106-108 1
106-108 2
76 1
76 2
78 1
18 2
80 1
80 2
83 1
83 2
84 1
84 2
88 1

2

1

2

1

2

1

2

1

2

1

2

1

2

1

2

1
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P VALUES

EXACT  ASYMP- CONTINU
PERMU TOTIC  CORRECT
0.784 0.799 0.800
0.201 0.025* 0.026*
0.500 0.597 0.600
0.804 0.736 0.739
0.834 0.871 0.872
0.587 0.708 0.711
1.000 0.822 0.824
0.196 0.159 0.160
0.831 0.802 0.804
0.044* 0.003~ 0.004"
0.804 0.736 0.739
0.878 0.877 0.877

APPEARS THIS WAY
ON ORIGINAL



29

TABLE 3b (Continued)
ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES

ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU  TOTIC CORRECT

-~
o
-~
-
-~
o
w
<2
s
(=]

FA 101
FA 103
FA 103
FA 104
FA 104
FA 105
FA 105
Tumor rate: 16% in CTL - Total
HEMOLYMPHO (4500 JMYELOID LEUKE (450002 ) MX IN 106-108
IN 106-108
FA 105
FA 105
Tumor rate: 4% in CTL - Total
HEMOLYMPHO (4500 JHISTIOCYTIC S$(450003 ) MX IN 79-91
IN 79-91
IN 92-10S
IN 92-10%
IN 106-108
IN 106-108
DT

FA 79
1 22mARS THIS WAY gt
\ - FA 84
SH ‘JRIGlNAL FA 84
FA 88
FA 88
FA 92
FA 92
Tumor rate: 8% in CTL - Total
HEMOLYMPHO (4500 )MALIGNANT FIB{450004 ) IN IN 92-105
- IN 92-105
Tumor rate: 2% in CTL - Total
SPLEEN (4600 ) HEMANGIOMA {460004 ) IN IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
SPLEEN (4600 ) HEMANGIOSARCO (460007 )} IN IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
SPLEEN (4600 YHISTIOCYTIC S(460012 ) IN IN 92-105
IN 92-105
IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
MESENT. LY(5104 } HEMANGIOMA (510408 ) IN IN 106-108
IN 106-108
Tumor rate: 2% in CTL ~ Total
MESENT. LY (5104 ) HEMANGIOSARCO (510412 ) IN IN 106-108
IN 106-108
Tumor rate: <1% in CTL - Total
MESENT. LY(5104 YHISTIOCYTIC S(510415 ) IN IN 79-91
IN 79-91
IN 106-108
IN 106-108
Tumor rate: <1t in CTL - Total
HARDERIAN (5400 ) ADENOMA (540004 ) IN IN 92-105
IN 92-105
IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
HARDERIAN (5400 ) ADENOMA, MULTI (540007 ) IN IN 106-108
IN 106-108
Tumor rate: <1% 4in CTL - Total
MAMMARY GL (5600 )ADENOCARCINOM (560003 )} IN IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
SKIN (5700 ) SARCOMA NOT 0(570002 ) IN IN 79-91
IN 79-91
IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
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XY
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-
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0.954 0.845 0.846

1.000 0.743  0.746
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TABLE 3b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN

NAME CODE

SKIN {5700
SKIN (5700
SKIN (5700

SKELETAL M(5800

SKELETAL M(5800

SKELETAL M(5800

SKELETAL M(5800

FEMUR (5901

STERNUM (5902

MESENTERY (6302

SUBCUTIS (6304

SUBCUTIS (6304

SUBCUTIS (6304

SUBCUTIS (6304

SUBCUTIS (6304

SUBCUTIS (6304

(End of File)

TUMOR TUMOR TUMOR
NAME CODE TYPE
) FIBROSARCOMA (570003 )} IN

Tumor rate: <1% in CTL
) FIBROMA (570004 ) IN

Tumor rate: <1% 4in CTL
)GRANULAR CELL(570008 ) IN

Tumor rate: 2% in CTL
YHISTIOCYTIC S(580008 ) 1IN

Tumor rate: <1% in CTL
) FIBROSARCOMA/ (580009 ) IN

Tumor rate: <18 in CTL
) OSTEOSARCOMA/ (580013 ) IN

Tumor rate: <1% in CTL
) FIBROMA (5860014 ) IN

Tumor rate: 2% in CTL
YANGIOMA (590103 ) 1IN

Tumor rate: <i% in CTL
)SARCOMA NOT 0(590202 ) IN

Tumor rate: <1% in CTL
YHISTIOCYTIC S(630207 ) IN

Tumor rate: <1% in CTL
) SARCOMA NOT 0(630404 ) IN

Tumor rate: 2% in CTL
)ADENOCARCINOM (630405 ) IN

Tumor rate: 2% in CTL
) FIBROMA (630406 ) IN

Tumor rate: 28 in CTL
) FIBROSARCOMA (630408 ) IN

Tumor rate: <1% in CTL
YJHISTIOCYTIC S(630415 ) IN

Tumor rate: <18 in CTL
) FIBROSARCOMA, (630416 ) IN

Tumor rate: <1% in CTL

TIME

INTERVAL

IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN
IN

92-105
92-105
Total
92-105
92-105
106-108
106-108
Total
92~105
92-105
Total
79-91
79-91
92-105
92-105
106-108
106-108
Total
79-91
79-91
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
92-105
92-105
Total
106-108
106-108
Total
106~-108
106-108
Total
79~-91
79-91
92-105
92-105
106-108
106-108
Total
92-105
92-105
Total
106-108
106-108
Total
19-91
79-91
Total
79-91
79-91
92-105
92-105
Total
92-105
92-105
Total

PR RN N N IERRERIERNENHENE DTN D IR NS NDHERDE RN NP RN E e

30

w

w w

w

w
OROOAOUMOOUNOFFAFWHFHAFMI VOO NOONOOAOHAHONOONOULOONOAOUNOFHFWHONO®ROOAO

w

W

ROW TABLE

-~

-
ONOMHNOAHOUMOOHOONODOHKFHFONOAMMNOKFOHOONOONFONHFOFNOHOULOOHONOULWOONOHOrHrNOONO

W

w W

W

w

(%)
ONMOO~NOWOoOOWOOAMACONOONONOWOOAOHUNMHAFROAMAOOAOKHULUHWOHUKMF JOWOOYOORMAROWOONO

w

w w

w

w

w
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W
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W

w

P VALUES
EXACT
PERMU

0.231

0.309

1.000

1.000

0.769

0.587

0.804

0.426

1.000

0.363

0.278

0.547

0.500

ASYMP-
TOTIC

0.037+

0.200

0.774

0.225

0.653

0.736

0.743

0.743

0.708

0.736

0.412

0.774

0.177

0.498

0.703

0.597

CONTINU
CORRECT

0.037+

0.202

0.717

0.227

0.655

0.739

0.746

0.746

0.711

0.739

0.414

0.777

0.179

0.502

0.706

0.600
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TABLE 4a

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE
(Adenoma and Multiple Adenoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note: Dose Levels Included: CTRL LOW MED HIGH MAXI (0 1 S5 25 125)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols:~, + and * indicate that p-values are <0.005, <0.025 and <0.03 respectively

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTI:
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU  TOTIC  CORRE
LUNGS (0900 ) BRONCHIOLO-AL (090003 ) IN IN 106-108 1 110 0 0 0.955 0.798  0.801
IN 106-108 2 45 46 45 41 36
Tumor rate: 2% in CTL - Total - 1 1 0 0 O
LUNGS (0900 ) BRONCHIOLO-AL (090010 )} IN IN 106-108 1 2 1 3 4 0 0.860 0.866 0.866
IN 106-108 2 44 46 42 37 36
Tumor rate: 4% in CTL - Total - 2 1 3 4 0
LUNGS (0900 ) BRONCHIOLO-AL (090011 ) IN IN 106-108 1 010 0 © 0.786 0.719 0.722
IN 106-108 2 46 46 45 41 36
Tumor rate: <1% in CTL - Total - 01 0 0 O
LUNGS (0900 ) BRONCHIOLO-AL (090013 ) IN IN 53-78 1 0 0 0 0 1 0.553 0.630 0.632
IN 53-78 2 11 . . 3
IN 106-108 1 2 01 2 0
IN 106-108 2 44 47 44 39 36
Tumor rate: 4% in CTL - Total - 2 01 2 1
STOMACH (1500 ) PAPILLOMA FOR(150002 ) IN IN 106-108 1 0 0 1 0 1 0.162 0.115 0.116
IN 106-108 2 46 47 44 41 35
Tumor rate: <1% in CTL - Total - 0 0 1 0 1
STOMACH (1500 ) SQUAMOUS CELL (150013 ) IN IN 106-108 1 6 0 01 0 0.358 0.517 0.522
IN 106-108 2 46 47 45 40 36
Tumor rate: <1% in CTL - Total - 0 0 0 1 O
DUODENUM (1601 ) ADENOMA (160101 ) IN IN 106-108 1 6 0 0 1 0 0.358 0.517 0.522
IN 106-108 2 46 47 45 40 36
Tumor rate: <1% in CTL - Total - o 0 0 1 0
LIVER (1800 )HISTIOCYTIC S{020007 ) MX IN 106-108 1 0 0 2 0 1 0.238 0.242 0.244
IN 106-108 2 46 47 43 41 35
Tumor rate: <1% in CTL - Total - 0 0 2 0 1
LIVER (1800 ) *HEPATOCELLUL (180007 ) MX IN 53-78 1 1 00 0 O 0.000~ 0.000~ 0.000
: et IN 53-78  2° 0 1YL 4
: IN 79-91 1 0o 0 0 1 1
A . 1 lSWAY INT79-91 2. .. 2 . ..3 0 APPE
) - THIS SR IN 92-105° 17 0 1 1.2 '
P%E”AS?“GH S IN 92-105 2 18'{ 1. 3.:2- 6 C”"fgglgms WAY
SON-URIGH LUIN 106-10871 05 26077016720 T U B ’
R - 27 40 40.38°25.16. [HAL
1 0,000 10 L
2 7: 48484439 -
; e 327081824 {P<0.005
LIVER (1800 )HEMANGIOMA (180008 ) IN IN 106-108 1 1 0 0 00 1.000 0.726 0.730
IN 106-108 2 45 47 45 41 36
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
LIVER (1800 YHEPATOCELLULA (180012 ) MX IN 53-78 1 00 0 0 1 0.071 0.066 0.067
IN 53-78 . 2 1 0 . 1
IN 79-91 1 00 0 2 0
IN 79-91 2 2 . . 21
IN 92-105 1 0 6 1 0 3 e
IN 92-105 2 111 3 5 NS
APP IN 106-108 1 015 9 2 -\
EARS THIS way IN 106-108 2 46 46 40 32 34
ON FA 7S 1 0 0001 55511
ORIGINAL FA 75 2 50 49 49 48 48 WS
FA 77 1 010 0 0 S
FA 77 2 S50 48 49 48 48 Q@ Q
FA 78 1 0 0 0 0 1 ‘23- =)
FA 78 2 50 48 49-48 47 Q. -~
FA 100 1 00100 Q O
FA 100 2 47 48 47 44 39 o

|

31



ORGAN
NAME

LIVER

LIVER

LIVER

PANCREAS

PANCREAS

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE
(Adenoma and Multiple Adenoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN
CODE

(1800

(1800

(1800

(2000

(2000

THYROID GL (4200

PARATHYROI (4300

~

ADRENAL GL (4400

ADRENAL GL (4400

TABLE 4a (Continued)

TUMOR TUMOR TUMOR
NAME CODE TYPE

Tumor rate: <1% in CTL
)HEMANGIOSARCO (180014 ) IN

Tumor rate: <1% in CTL
) HEMANGIOSARCO (180015 ) IN

Tumor rate: <1% in CTL
YHEPATOCELLULA (180020 ) 1IN

Tumor rate: <1% in CTL
)BENIGNE ISLET(200007 ) IN

Tumor rate: 2% in CTL
)EXOCRINE ADEN (200009 ) IN

Tumor rate: <1% in CTL
) FOLLICULAR AD(420003 ) IN

Tumor rate: <1% in CTL
) ADENOMA (160101 ) IN

Tumor rate: <1% in CTL
JCORT.A-CELL-A (440011 ) IN

Tumor rate: 2% in CTL
) CORT.B-CELL~-A (440015 ) IN

Tumor rate: <1% in CTL

ADRENAL GL (4400 JMIXED CELL AD(440020 ) IN
Tumor rate: <1% in CTL
HEMOLYMPHO (4500 JHISTIOCYTIC S(020007 ) MX
Tumor rate: <1% in CTL
HEMOLYMPHO (4500 YMALIGNANT LYM(450001 ) MX
APPEARS THIS wAY
ON ORIGINAL
Tumor rate: 6% in CTL
HEMOLYMPHO (4500 YMALIGNANT FIB(450004 ) IN
Tumor rate: 4% in CTL
SPLEEN (4600 YHISTIOCYTIC S(020007 ) MX
Tumor rate: <1% in CTL
SPLEEN (4600 ) HEMANGIOMA (180008 ) IN

Tumor rate; <1% in CTL

TIME
INTERVAL

101
101
102
102
Total
106-108
106-108
Total
106-108
106~108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106~108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
90

90
Total
106-108
106-108
85

85
103
103
104
104
Total
53-78
53-78
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
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ROW TABLE

0
47
0
47
0
0
46
0
0
46
0
0

> - F -
WAHAOAHN+HUBIFHO

o™ o
[~N. W-R-N. NN SRTE KN o

L3

0 0 0

48
0
48
2
0
47
0
0
47
0
0
47
0
0
47
0
0
47
0
0
47
0
0
47
0
2
45
2
1
46
1
2
45
2
0
47
0
48
0
4
43
0
48
0
48

o>
n I

L L)

o>
HAFHRONOONOrO

47
1
46
8
1
44
1
1
44
1
0
45
0
0
45
0
1
44
1
0
45
0
0
45
0
1
44
1
0

49

- o - oo
Couvownmowvwouow

L

- oo
OUNMOrHrarrOoOWno:.

43
0
42
11
0
41
0
0
41
0
2
39
2
0
41
Y]
0
41
"]
1
40
1
1
40
1
3
38
3
0
41
0
0
41
0
0
41
1
44
1
3
38
0
47
0
42
0
41
3
0
0
41
0
0
41
0
1
40
1

—

EXACT
PERMU

0.567

0.567

1.000

0.570

0.092

0.358

0.768

0.238

0.835

0.307

0.529

1.000

0.567

0.507

P VALUES
ASYMP- CONTINU
TOTIC CORREC"
0.688 0.692
5.688 0.692
0.525 0.528
0.727 0.730
0.688 0.692
0.065 0.066
0.517 0.522
0.821 0.822
0.129 0.130
0.831 0.833
0.396 0.398
0.562 0.563
0.933 0.934
0.688 0.692
0.670 0.673
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TABLE 4a (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE
(Adenoma and Multiple Adenoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTI!
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORRE(
SPLEEN (4600 ) HEMANGIOSARCO (180015 ) IN IN 106-108 1 0 2 0 0 O 0.861 0.794 0.796
IN 106-108 2 46 45 45 41 36
Tumor rate: <1% in CTL - Total - 0 2 0 0 O
MESENT. LY (5104 JHISTIOCYTIC S(020007 ) MX IN 106-108 1 0 01 0 O 0.567 0.688 0.692
IN 106-108 2 46 47 44 41 36
Tumor rate: <l1l% in CTL - Total - 0 01 0 O .
HARDERIAN (5400 ) ADENOMA (160101 ) IN IN 106-108 1 2 2 5 0 1 0.822 0.801 0.802
IN 106-108 2 44 45 40 41 35
Tumor rate: 4% in CTL - Total - 2 2 5 01
FEMUR (5901 ) ANGIOMA (590103 ) IN IN 106-108 1 01 0 0 O 0.786 0.719 0.722
IN 106-108 2 46 46 45 41 36
Tumor rate: <1% in CTL - Total - 01 0 0 O
MESENTERY (6302 ) SARCOMA NOT 0(200010 ) IN IN 92-105 1 0 0 1 0 ¢ 0.889 0.862 0.864
IN 92-105 2 1 1 3 3 9
Tumor rate: <1% in CTL - Total - 0 01 0 o
MESENTERY (6302 JMALIGNANT MES{630209 )} IN IN 79-91 1 1 0 0 0 O 1.000 0.792 0.796
IN 79-91 2 1 . . 4 1
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
SUBCUTIS (6304 JHISTIOCYTIC S(020007 ) MX IN 79-91 1 0 0 0 1 0 0.714 0.572 0.577
IN 79-981 2 2 . 3 1
Tumor rate: <1% in CTL - Total - 0 0 0 1 0
SUBCUTIS (6304 ) LIPOMA (630401 ) IN IN 106-108 1 0 0 1 0 O 0.567 0.688 0.692
IN 106-108 2 46 47 44 41 36
Tumor rate: <1% in CTL - Total - 0O 01 ¢ o0
SUBCUTIS (6304 JLIPOSARCOMA (630414 ) IN IN 79-91 1 1 0 0 0 O 1.000 0.792 0.796
IN 79-91 2 1 . 4 1
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
(End of File) A
APPEARS THIS WAY

ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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TABLE 4b

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma and Mulitiple Adenoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note: Dose Levels Included: CTRL LOW MED HIGH MAXI (0 1 S 25 125)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols: ~, + and * indicate that p-values are <0.005, <0.025 and <0.05 respectively

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC
CEREBRUM (0101 YMENINGEOMA MA (010104 ) IN IN 79-91 1 1 0 0 0 O 1.000 0.707 0.710
IN 79-91 2 4 5 3 2 3
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
CEREBELLUM(0102 JMENINGEOMA MA (010104 ) IN IN 106-108 1 1 0 0 0 O 1.000 0.743 0.746
IN 106-108 2 36 41 36 37 38
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
SPINAL COR{0200 ) OSTEOSARCOMA (020005 ) IN IN 106-108 1 0 1 0 0 0 0.804 0.736 0.739
IN 106-108 2 37 40 36 37 38
Tumor rate: <1% in CTL - Total - 01 0 0 O
SPINAL COR(0200 JHISTIOCYTIC S(020007 ) MX IN 79-91 1 1 0 0 0 O 1.000 0.707 0.710
IN 79-91 2 4 5 3 2 3
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
LUNGS (0900 JHISTIOCYTIC S(020007 ) MX IN 79-91 1 1 0 0 0 1 0.079 0.016+ 0.016+
IN 79-91 2 4 5 3 2 2
IN 106-108 1 0 0 0 0 1
IN 106-108 2 37 41 36 37 37
Tumor rate: 2% in CTL - Total - 1 0 0 0 2
LUNGS (0900 ) BRONCHIOLO-AL (090010 ) IN IN 106-108 1 1 0 0 1 1 0.271 0.247 0.249
IN 106-108 2 36 41 36 36 37
Tumor rate: 2% in CTL - Total - 1 0 0 1 1
LUNGS {0900 ) BRONCHIOLO-AL (090013 ) FA FA 100 1 1 0 0 0 O 1.000 0.741 0.744
FA 100 2 40 42 41 40 40
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
STOMACH (1500 JHISTIOCYTIC $(020007 ) MX IN 106-108 1 01 0 0 O 0.804 0.736 0.739
IN 106-108 2 37 40 36 37 38
Tumor rate: <1% in CTL - Total - 0 1 0 0 O
STOMACH (1500 )PAPILLOMA FOR(150002 ) IN IN 106-108 1 0 0 0 1 0 0.397 0.551 0.556
IN 106-108 2 37 41 36 36 38
Tumor rate: <1% in CTL - Total - 0 0 0 1 0
LIVER (1800 YHISTIOCYTIC S(020007 ) MX IN 79-91 1 2 0 0 0 1 0.139 0.102 0.103
IN 79-91 2 3 5 3 2 2
IN 92-105 1 0 0 0 1 O
APPEARS THIS WAY IN 92-105 2 4 27 6 6
ON OR”\!NAL IN 106-108 1 1 1 0 0 2
il IN 106-108 2 36 40 36 37 36
Tumor rate: 6% in CTL - Total - 31 0 1 3
LIVER (1800 ) *HEPATOCELLUL{180007 IN "IN 9210577 DT 277707000~ DL 000~ 0. 0007
: . 0 . IN-92=105.: A 200 T R L ,
~106-108 -0 S e & R
l ; 37.-38-34.30 19 B
R Ca Tumor:rat ota : =0 Gl L e A P<0025) D
LIVER (1800 ) HEMANGIOMA 53-78 1 0 0 1 0 0.480 0.637 0.639
53-78 2 2 . 3 1 3
106-108 1 0 0 0 1 O
106-108 2 37 41 36 36 38
Tumor rate: <1% in CTL - Total - 0 0 0 2 O
LIVER (1800 YHEPATOCELLULA (180012 ) MX IN 106-108 1 0 0 0 0 1 0.128 0.162 0.164
IN 106-108 2 37 41 36 37 37
FA 79 1 0 0 0 1 0
FA 79 2 46 48 46 45 47
FA 98 1 0 0 0 1 O
FA 98 2 41 42 42 41 41
Tumor rate: <1% in CTL - Total - 0 0 0 2 1
LIVER (1800 YHEMANGIOSARCO{(180015 ) MX FA 85 1 1 0 0 0 O 1.000 0.745 0.748
FA 85 2 43 45 45 44 46
Tumor rate: 2% in CTL - Total - 1 0 0 0 0O
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ORGAN
NAME

LIVER
PANCREAS
PANCREAS

KIDNEYS

OVARIES
OVARIES
OVARIES
OV&?IES
OVARIES
OVARIES
OVARIES

UTERUS

UTERUS
UTERUS
UTERUS
UTERUS
UTERUS

UTERUS

TABLE 4b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma and Multiple Adenoma Combined: Shaded Area Only)

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN TUMOR TUMOR TUMOR
CODE NAME CODE TYPE

(1800 YHEPATOCELLULA (180020 ) IN

Tumor rate: <1% in CTL
(2000 )BENIGNE ISLET (200007 ) IN

Tumor rate: <1l% in CTL
(2000 ) SARCOMA NOT 0(200010 )} IN

Tumor rate: <1% in CTL
(2100 JHISTIOCYTIC S$(020007 ) MX

Tumor rate: 4% in CTL
(3200 YHISTIOCYTIC S(020007 ) MX

Tumor rate: 2% in CTL
(3200 ) LUTEOMA (320005 ) IN

Tumor rate: 2% in CTL
(3200 ) TUBULAR ADENO (320008 ) IN

Tumor rate: 2% in CTL
(3200 ) GRANULOSA CEL (320010 ) IN

Tumor rate: <1% in CTL
(3200 JMIXED ADENOMA (320014 ) IN

Tumor rate: <1% in CTL
(3200 ) TERATOMA (320015 ) IN

Tumor rate: <1% in CTL
(3200 )CYSTIC ADENOM(320016 ) IN

Tumor rate: <1% in CTL
(3400 YHISTIOCYTIC $(020007 ) MX

APPEARS THIS WAY
ON ORIGINAL

Tumor rate: 2% in CTL
(3400 ) SARCOMA NOT 0(200010 ) IN

Tumor rate: <1% in CTL
(3400 ) ENDOMETRIAL S (340003 ) IN

Tumor rate: 2% in CTL
(3400 ) ADENOCARCINOM (340010 ) IN

Tumor rate: 2% in CTL
(3400 )LEIOMYOSARCOM (340012 ) IN

Tumor rate: 2% in CTL
(3400 ) STROMAL ADENO (340013 ) IN

Tumor rate: 2% in CTL
(3400 ) POLYPOID ADEN(340016 ) IN

Tumor rate: <1% in CTL

TIME
INTERVAL

IN
IN
IN
IN
IN
IN

106-108
106-108
Total
92-105
92-105
Total
79-91
79-91
Total
79-91
79-91
106-108
106-108
Total
79-91
79-91
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
92-105
92-10S
Total
0-52
0-52
Total
92-105
92-105
Total
79-91
79-91
92-105
92-105
106-108
106-108
Total
79-91
79-91
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
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w

EXACT
PERMU

0.201

0.240

0.722

0.987

1.000

0.€638

0.963

0.397

0.769

0.286

0.231

0.297

0.722

0.831

0.638

0.910

0.363

0.587

P VALUES
ASYMP- CONTIN
TOTIC CORREC
0.025* 0.026*
0.040* 0.041*
0.699 0.703
0.844 0.846
0.707 0.710
0.710 0.712
0.818 0.820
0.551 0.556
0.743 0.746
0.059 0.065
0.037* 0.037*
0.344 0.345
0.699 0.703
0.802 0.804
0.710 0.712
0.856 0.857
0.177 0.179
0.708 0.711
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TABLE 4b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma and Multiple Adenoma Combined: Shaded Area Only)

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN TUMOR TUMOR TUMOR
NAME CODE NAME CODE TYPE
OTERUS (3400 } LEIOMYOMA (340019 ) IN
Tumor rate: 4% in CTL
VAGINA (3500 JRISTIOCYTIC S(020007 ) MX
Tumor rate: 2% in CTL
VAGINA (3500 ) SQUAMOUS CELL (150013 ) IN
Tumor rate: 2% in CTL
VAGINA (3500 )BASAL-CELL TU(350002 ) IN
Tumor rate: 2% in CTL
VAGINA (3500 ) STROMAL POLYP (350006 ) IN
Tumor rate: <1% in CTL

PITUITARY (4100 )ADENOMA ADENO(410002 ) IN

APPEARS THIS WAY
0N ORIGINAL

Tumor rate: 6% in CTL

PITUITARY (4100 JCARCINOMA INT (410004 ) IN
N Tumor rate: <1% in CTL
PITUITARY (4100 YCARCINOMA ADE (410006 ) IN
Tumor rate: <1% in CTL
PITUITARY (4100 JADENOMA P.INT (410010 ) IN
Tumor rate: <1% in CTL
THYROID GL (4200 )FOLLICULAR AD(420003 ) IN
Tumor rate: 2% in CTL
THYROID GL({4200 ) FOLLICULAR AD(420004 ) IN
Tumor rate: <1% in CTL
PARATHYROI (4300 ) ADENOMA (160101 ) IN
Tumor rate: 4% in CTL
ADRENAL GL ({4400 ) PHAEOCHROMOCY (440009 ) IN
Tumor rate: <1% in CTL
ADRENAL GL (4400 )CORT.A-CELL-A (440011 ) 1IN
Tumor rate: 2% in CTL

ADRENAL GL(4400 )MALIGNANT PHA (440012 ) FA

Tumor rate: <1% in CTL

ADRENAL GL (4400 ) CORT.B-CELL-A (440015 ) IN

Tumor rate: <1% in CTL

HEMOLYMPHO (4500 )JHISTIOCYTIC S(020007 ) MX

APPEARS THIS WAY
ON CRIGINAL

TIME
INTERVAL

IN
IN

IN
IN
IN
IN
IN
IN

106-108
106-108
Total
79-91
79-91
Total
106-108
106-108
Total
106-108
106-108
Total
106~108
106-108
Total
79-91
79-91
92-105
92-10S
106-108
106-108
Total
106-108
106-108
Total
92-105
92-105
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
68

68

87

87
Total
106-108
106-108
Total
79-91
79-91
92-105
92-10S
106-108
106-108
79
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EXACT

PERMU

1.060

1.000

1.000

1.000

0.397

0.784

0.201

0.500

0.804

0.834

0.587

1.000

0.196

0.831

0.044*

0.804

0.104

P VALUES
ASYMP- CONTI:
TOTIC CORRE(
0.822 0.824
0.707 0.710
0.743 0.746
0.743 0.746
0.551 0.556
0.799 0.800
0.025* 0.026
0.597 0.600
0.736 0.739
0.871 0.872
0.708 0.711
0.822 0.824
0.159 0.160
0.802 0.804
0.003~ 0.004
0.736 0.739
0.094 0.094
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TABLE 4b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma and Multiple Adenoma Combined: Shaded Area Only)

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE

TUMOR TUMOR
NAME CODE

APPEARS THIS WAY

HEMOLYMPHO (4500

APPEARS THIS WAY

ON ORIGINAL

Tumor rate:

8%

TUMOR TIME
TYPE INTERVAL

in CTL -

)MALIGNANT LYM(450001 ) MX IN

"l AN Al
CN CR GINAL

APPEARS THIS WNAY
ON ORIGINAL

HEMOLYMPHO (4500

HEMOLYMPHO (4500

Tumor rate:

16%

in CTL -

)MYELOID LEUKE (450002 ) MX IN

Tumor rate:

4%

IN

FA

FA
in CTL -

YMALIGNANT FIB (450004 ) IN IN

Tumor rate:

2%

IN
in CTL -~

79

84

84

88

88

92

92
Total
79-91
79-91
92-105
92-105
106-108
106-108
76

76

78

78

80

80

83

83

84

84

88

88

89

89

90

90

91

91

97

97

98

98

99

99
100
100
101
101
103
103
104
104
105
105
Total
106-108
106-108
105
105
Total
92-105
92-10S
Total
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45
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42
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EXACT
PERMU

0.878

APPIA

P VALUES

ASYMP-
TOTIC

0.877

CONTINtU
CORREC”

0.877

RS THiC

APPEARS TH!S WAY
ON ORIGINAL

1.000

0.954

0.821

0.845

0.823

0.846



TABLE 4b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma and Multiple Adenoma Combined: Shaded Area Only)

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE
SPLEEN (4600
SPLEEN (4600
SPLEEN (4600

MESENT. LY(5104

MESENT. LY(5104

MESENT. LY(5104

HARDERIAN (5400

[N

HARDERIAN (5400

MAMMARY GL (5600

SKIN (5700
SKIN (5700
SKIN {5700
SKIN (5700

SKELETAL M(5800

SKELETAL M(5800

TUMOR TUMOR TUMOR TIME
NAME CODE TYPE INTERVAL
YHISTIOCYTIC S(020007 ) MX IN 92-10S5
IN 92-10S
IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
) HEMANGIOMA (180008 ) IN IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
YHEMANGIOSARCO (180015 ) MX IN 106-108 1
IN 106-108
Tumor rate: 2% in CTL - Total
YHISTIOCYTIC S(020007 ) MX IN 79-91
IN 79-91
IN 106-108
IN 106-108
Tumor rate: <1% in CTL - Total
) HEMANGIOMA (180008 ) IN IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
) HEMANGIOSARCO (180015 ) MX IN 106-108
IN 106-108
Tumor rate: <1% in CTL - Total
) ADENOMA (160101 ) IN IN 92-105
IN 92-105
IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
YADENOMA, MULTI (540007 ) IN IN 106-108
IN 106-108
Tumor rate: <1l% in CTL - Total
) ADENOCARCINOM (340010 ) IN IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
) SARCOMA NOT 0(200010 ) IN IN 79-91
IN 79-91
IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
) FIBROSARCOMA (570003 ) IN IN 92-105
IN 92-105
Tumor rate: <1% in CTL - Total
) FIBROMA (570004 ) IN IN 92-105
IN 92-105
IN 106-108
IN 106-108
Tumor rate: <1% in CTL - Total
)GRANULAR CELL (570008 ) IN IN 92-10S5
IN 92-10S
Tumor rate: 2% in CTL - Total
JHISTIOCYTIC S(020007 )} MX IN 79-91
IN 79-91
IN 92-10S5
IN 92-105
IN 106-108
IN 106-108
Tumor rate: <1% in CTL - Total
) FIBROMA (570004 ) IN IN 106-108
: IN 106-108
Tumor rate: 2% in CTL - Total
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ROW TABLE
1 0 0
2 4 2
1 11
2 36 40
- 11
1 1 0
2 36 41
- 1 0
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OCVOHPOAONHOMMROHDOUNMHHUMIHNODOWOOMOODOKHJIHAODODOODMONLIHNMHMOD

EXACT
PERMU

0.234

1.000

0.963

0.034*

0.638

0.587

0.432

0.587

1.000

0.946

0.231

0.309

1.000

0.168

1.000

P VALUES
ASYMP- CONTIN
TOTIC CORREC’
0.258 0.259
0.743 0.746

0.818 0.820
0.002~ 0.002°
0.710 0.712
0.708 0.711
0.357 0.359
0.708 0.711
0.743 0.746
0.797 0.799
0.037* 0.037*
0.200 0.202
0.774 0.777
0.225 0.227
0.743 0.746



ORGAN
NAME

TABLE 4b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE

ORGAN
CODE

SKELETAL M(5800

SKELETAL M(5800

FEMUR

STERNUM

MESENTERY

SUBCUTIS

SUBCUTIS

SUBCUTIS

SUBCUTIS

SUBCUTIS

SUBCUTIS

(5901

(5902

(6302

(6304

(6304

(6304

(6304

(6304

(6304

(End of File)

o

o

-

F

L3

-
ONOOMHMOOUVMOONOKMHMHONOAHHNOAHFHOFHFOFOONORROHOMOWO

TUMOR TUMOR TUMOR TIME

NAME CODE TYPE INTERVAL ROW TABLE

) FIBROSARCOMA/ (580009 ) IN IN 79-91 1 0

IN 79-91 2 S

IN 106-108 1 0

IN 106-108 2 37

Tumor rate: <1% in CTL - Total - 0

) OSTEOSARCOMA/ (580013 ) IN IN 106-108 1 0

IN 106-108 2 37

Tumor rate: <1% in CTL - Total - 0

) ANGIOMA (590103 ) IN IN 92-105 1 0

IN 92-105 2 4

. Tumor rate: <1% in CTL - Total - 0

) SARCOMA NOT 0(200010 ) IN IN 106-108 1 1]

IN 106-108 2 37

Tumor rate: <1% in CTL - Total - 0

JHISTIOCYTIC S(020007 ) MX IN 106-108 1 0

IN 106-108 2 37

Tumor rate: <1% in CTL - Total - 0

JHISTIOCYTIC S(020007 ) MX IN 79-91 1 0

IN 79-91 2 )

IN 92-105 1 0

IN 92-105 2 4

Tumor rate: <1% in CTL - Total - 0

) SARCOMA NOT 0(200010 ) IN IN 79-91 1 0

IN 79-91 2 5

IN 92-105 1 0

IN 92-105 2 4

IN 106-108 1 1

IN 106-108 2 36

Tumor rate: 2% in CTL - Total - 1

) ADENOCARCINOM(340010 ) IN IN 92-105 1 1

IN 92-105 2 3

Tumor rate: 2% in CTL - Total - 1

) FIBROSARCOMA (570003 ) IN IN 79-91 1 0

IN 79-91 2 S

Tumor rate: <1% in CTL - Total - 0

) FIBROMA (570004 ) IN IN 106-108 1 1

IN 106-108 2 36

Tumor rate: 2% in CTL - Total - 1

) FIBROSARCOMA, (630416 ) IN IN 92-105 1 0

IN 92-105 2 4

Tumor rate: <1% in CTL - Total - 0

APPEARS THIS WAY

ON ORIGINAL

39

w

W

w

w

w
ONOOANAOCOOWOO~NOORONOWOONOWOONRO W

W

N AHOMAOPOH WO

(%) w

w

w
HAHMONOHKFHMHONOHJOAHNOHAOAHFNOONOONOONOONOKNO KM

w

w

w

w

W

W
OO PP IHOWOOARODHDOUMKHRWOORNROWOOMOOIIOOMNCOQODOODMOWOD

W

w

(Adenoma and Multiple Adenoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

EXACT
PERMU

0.410

0.804

0.769

0.587

0.804

0.426

1.000

0.278

0.363

0.500

P VALUES
ASYMP- CONTIN
TOTIC CORREC”
0.653 0.655
0.736 0.739
0.743 0.746
0.708 0.711
0.736 0.739
0.703 0.706
0.412 0.414
0.774 0.777
0.498 0.502
0.177 0.179
0.597 0.600



40

TABLE Sa

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE
(Carcinoma and Multiple Carcinoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note: Dose Levels Included: CTRL LOW MED HIGH MAXI (0 1 5 25 125)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols:”, + and * indicate that p-values are <0.005, <0.025 and <0.05 respectively.

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTINtU
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC"
LUNGS (0900 ) BRONCHIOLO-AL (090003 ) IN IN 106-108 1 1 1 0 0 0 0.955 0.798 0.801
IN 106-108 2 45 46 45 41 36
Tumor rate: 2% in CTL - Total - 11 0 0 ¢
LUNGS {0900 ) BRONCHIOLO-AL(0S0010 ) IN IN 106-108 1 2 1 3 4 0 0.860 0.866 0.866
IN 106-108 2 44 46 42 37 36
Tumor rate: 4% in CTL - Total - 21 3 4 0
LUNGS (0900 ) BRONCHIOLO-AL (090011 ) IN IN 106-108 1 01 0 0 O 0.786 0.719 0.722
IN 106-108 2 46 46 45 41 36
Tumor rate: <1% in CTL - Total - 0 1 0 0 O
LUNGS (0900 ) BRONCHIOLO-AL (090013 ) IN IN 53-78 1 0 0 0 0 1 0.553 0.630 0.632
IN 53-78 2 11 . . 3
IN 106-108 1 2 01 2 0
IN 106-108 2 44 47 44 39 36
Tumor rate: 4% in CTL - Total - 2 01 2 1
STOMACH (1500 ) PAPILLOMA FOR(150002 ) IN IN 106-108 1 0 01 0 1 0.162 0.115 0.116
IN 106-108 2 46 47 44 41 35
Tumor rate: <1% in CTL - Total - 0 01 0 1
STOMACH (1500 ) SQUAMOUS CELL(150013 ) IN IN 106-108 1 0 0 0 1 0 0.358 0.517 0.522
IN 106-108 2 46 47 45 40 36
. Tumor rate: <1% in CTL - Total - 0O 0 0 1 ©
DUODENUM (1601 ) ADENOMA (160101 ) IN IN 106-108 1 0 0 0 1 0 0.358 0.517 0.522
IN 106-108 2 46 47 45 40 36
Tumor rate: <1% in CTL - Total - 0 0 0 1 O
LIVER (1800 YHISTIOCYTIC S(020007 ) MX IN 106-108 1 0 0 2 0 1 0.238 0.242 0.244
IN 106-108 2 46 47 43 41 35
Tumor rate: <1% in CTL - Total - 0 0 2 0 1
LIVER (1800 YHEPATOCELLULA (180007 ) MX IN 53-78 1 1 0 0 0 O 0.000~ 0.000~ 0.000~
IN 53-78 2 o1 . . 4
IN 79-91 1 0 0 0 1 1
} IN 79-91 2 2 . . 3 0 —Xﬂ”“r
A . IN 92-105 1 0 0 1 1 2 ArPE T L
weopsTwiswhy Bt d 13328 TGIR A
ON ORIGI“AL IN 106-108 2 40 40 38 29 21 A
i FA 97 1 0 0 0 0 1
FA 97 2 47 48 48 44 39
Tumor rate: 14% in CTL - Total - 7 7 8 14 19 (P<0.005)
LIVER (1800 ) HEMANGIOMA (180008 ) IN IN 106-108 1 1 0 0 0 O 1.000 0.726 0.730
IN 106-108 2 45 47 45 41 36
Tumor rate: 2% - Total - 1 0 0 0 O ) o o )
LIVER - (18007 "y $HEPATOCELLUL (180012 IN 53-78 1771 -0 in0EEY 07947 .0.074 0074
A S N 53=787 2 2y T e

}émﬁ;;gw;

APPEARS THIS VA
~ONORIGINAL

CBOBHOORRHO O

~bowoboou
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TABLE 5a (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE
(Carcinoma and Multiple Carcinoma Combined: : Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN TUMOR TUMOR TUMOR
NAME CODE NAME CODE TYPE
Tumor rate: <1% in CTL
LIVER (1800 ) HEMANGIOSARCO (180014 ) IN
Tumor rate: <1% in CTL
LIVER (1800 ) HEMANGIOSARCO (180015 ) IN
Tumor rate: <1% in CTL
LIVER (1800 JHEPATOCELLULA (180017 ) IN
Tumor rate: <1% in CTL
PANCREAS (2000 )BENIGNE ISLET (200007 ) IN
Tumor rate: 2% in CTL
PANCREAS (2000 )EXOCRINE ADEN (200009 ) 1IN
Tumor rate: <1% in CTL
THYROID GL (4200 ) FOLLICULAR AD(420003 ) IN
Tumor rate: <1% in CTL
PARATHYROI (4300 ) ADENOMA (160101 ) IN
Tumor rate: <1% in CTL
ADRENAL GL (4400 )CORT.A-CELL-A (440011 ) IN
Tumor rate: 2% in CTL
ADRENAL GL (4400 )CORT.B-CELL-A (440015 ) IN
Tumor rate: <1% in CTL
ADRENAL GL (4400 }JMIXED CELL AD(440020 ) IN
Tumor rate: <1% in CTL
HEMOLYMPHO (4500 YHISTIOCYTIC S(020007 ) MX
Tumor rate: <1% in CTL
HEMOLYMPHO (4500 JMALIGNANT LYM(450001 ) MX
ON ORIGINAL
Tumor rate: 6% in CTL
HEMOLYMPHO (4500 JMALIGNANT FIB(450004 ) 1IN
Tumor rate: 4% in CTL
SPLEEN (4600 JHISTIOCYTIC S(020007 ) MX
Tumor rate: <1% in CTL
SPLEEN (4600 ) HEMANGIOMA (180008 ) IN
Tumor rate: <1% in CTL

TIME
INTERVAL

100
101
101
102
102
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106~-108
106-108
Total
106-108
106-108
90

90
Total
106-108
106-108
8s

85
103
103
104
104
Total
53-78
53-78
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
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ROW TABLE

47
0
47
0
47
0
0
46
0
0
46
0
0
46
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48
0
48
0
48
2
0
47
0
0
47
0
o]
47
0
0
47
0
0
47
0
0
47
0
0
47
0
2
45
2
1
46
1
2
45
2
0
47
0
48
0
4
43
0
48
0
48
1
47

oo -
HPARONOONOMMOW
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39
1
38
0
38
9
0
36
0
0
36
0
S
31
5
0
36
0
0
36
0
1
35
1
0
36
0
0
36
0
1
35
1
0
36
0
1
35
0
46
1
2
34
0
46
0
38
0

W (%) w
OCRAROORNROORNROEON

w

P VALUES

EXACT  ASYMP- CONTIM
PERMU TOTIC CORREC"
0.567 0.688 0.692
0.567 0.688 0.692
0.001~ 0.000~ 0.000~
(P<0.025)

1.000 0.727 0.730
0.570 0.688 0.692
0.092 0.065 0.066
0.358 0.517 0.522
0.768 0.821 0.822
0.238 0.129 0.130
0.835 0.831 0.833
0.307 0.396 0.398
0.529 0.562 0.563

APPEARS THIS WAY
ON ORIGINAL

1.000 0.933 0.934
0.567 0.688 0.692
0.507 0.670 0.673
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TABLE 5a (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE
(Carcinoma and Multiple Carcinoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES

ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN

NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC

SPLEEN (4600 ) HEMANGIOSARCO (180015 ) IN IN 106-108 1 0 2 0 0 O 0.861 0.794 0.796
IN 106-108 2 46 45 45 41 36
Tumor rate: <1% in CTL - Total - 0 2 0 0 O

MESENT. LY(5104 YHISTIOCYTIC S(020007 ) MX IN 106-108 1 0 0 1 0 O 0.567 0.688 0.692
IN 106-108 2 46 47 44 41 36
Tumor rate: <1% in CTL - Total - 0 01 0 O

HARDERIAN (5400 ) ADENOMA (160101 ) IN IN 106-108 1 2 2 5 0 1 0.822 0.801 0.802
IN 106-108 2 44 45 40 41 35
Tumor rate: 4% in CTL - Total - 2 2 5 01

FEMUR (5901 ) ANGIOMA (590103 ) IN IN 106-108 1 0 1 0 0 O 0.786 0.719 0.722
IN 106-108 2 46 46 45 41 36
Tumor rate: <1% in CTL - Total - 01 0 0 O

MESENTERY (6302 ) SARCOMA NOT ©0(200010 ) IN IN 92-105 1 0 0 1 0 O 0.889 0.862 0.864
IN 92-105 2 11 3 3 9
Tumor rate: <1% in CTL - Total - 0 01 0 O

MESENTERY (6302 JMALIGNANT MES (630209 ) IN IN 79-91 1 1 0 0 0 O 1.000 0.792 0.796
IN 79-91 2 1 . 4 1
Tumor rate: 2% in CTL - Total - 1 0 0 0 O

SUBCUTIS (6304 YRISTIOCYTIC S(020007 ) MX IN 79-91 1 0 0 0 1 0 0.714 0.572 0.577
IN 79-91 2 2 . . 31
Tumor rate: <1% in CTL - Total - 0 0 0 1 0

SUBCUTIS (6304 ) LIPOMA (630401 ) IN IN 106-108 1 0 01 0 O 0.567 0.688 0.692
IN 106-108 2 46 47 44 41 36
Tumor rate: <1% in CTL - Total - 0 01 0 O

SUBCUTIS (6304 }LIPOSARCOMA (630414 ) IN IN 79-91 1 1 0 0 0 O 1.000 . 0.782 0.796
IN 79-91 2 1 . . 41
Tumor rate: 2% in CTL - Total - 1 0 0 0 O

APPEARS THIS WAY
CN ORIGINAL

(End of File)

APPEARS THIS WAY
ON ORIGINAL
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TABLE 5b

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Carcinoma and Multiple Carcinoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note: Dose Levels Included: CTRL LOW MED HIGH MAXI (0 1 S5 25 125)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols: ~, + and * indicate that p-values are <0.005, <0.025 and <0.05 respectively

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC

CEREBRUM (0101 JMENINGEOMA MA (010104 ) IN IN 79-91 1.000 0.707 0.710
IN 79-91
Tumor rate: 2% in CTL - Total

CEREBELLUM (0102 )MENINGEOMA MA (010104 ) IN IN 106-108 1.000 0.743 0.746

1 1 0 0 0 O
2 4 5 3 2 3
- 1 0 0 0 O
1 1 0 0 0 O
IN 106-108 2 36 41 36 37 38
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
SPINAL COR (0200 )OSTEOSARCOMA (020005 ) IN IN 106-108 1 01 0 0 O 0.804 0.736 0.739
IN 106-108 2 37 40 36 37 38
Tumor rate: <1% in CTL - Total - 01 0 0 O
SPINAL COR (0200 JHISTIOCYTIC S$(020007 ) MxX IN 79-891 1 1 0 0 0 O 1.000 c.707 0.710
IN 79-91 2 4 5 3 2 3
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
LUNGS (0900 JHISTIOCYTIC S$(020007 ) MX IN 79-91 1 1 0 0 0 1 0.079 0.016+ 0.0le+
IN 79-91 2 4 5 3 2 2
IN 106-108 1 0 0 0 0 1
IN 106-108 2 37 41 36 37 37
Tumor rate: 2% in CTL - Total - 1 0 0 0 2
LUNGS (0900 ) BRONCHIOLO-AL (090010 ) IN IN 106-108 1 1 0 0 1 1 0.271 0.247 0.249
IN 106~-108 2 36 41 36 36 37
. Tumor rate: 2% in CTL - Total - 1 0 0 1 1
LOUNGS (0900 ) BRONCHIOLO-AL (090013 ) FA FA 100 1 1 0 0 0 O 1.000 0.741 0.744
FA 100 2 40 42 41 40 40
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
STOMACH (1500 JHISTIOCYTIC S(020007 ) MX IN 106-108 1 01 0 0 O 0.804 0.736 0.739
IN 106-108 2 37 40 36 37 38
Tumor rate: <1% in CTL - Total - 01 0 0o O
STOMACH (1500 ) PAPILLOMA FOR(150002 ) IN IN 106-108 1 0 0 0 1 O 0.397 0.551 0.556
IN 106-108 2 37 41 36 36 38
Tumor rate: <l% in CTL - Total - 0 0 0 1 O
LIVER (1800 )HISTIOCYTIC S(020007 ) MX IN 79-91 1 2 0 0 0 1 0.139 0.102 0.103
IN 79-91 2 3 5 3 2 2
IN 92-105 1 0 0 0 1 O
IN 92-105 2 4 2 7 6 6
IN 106-108 1 11 0 0 2
IN 106-108 2 36 40 36 37 36
Tumor rate: 6% in CTL - Total - 31 0 1 3
LIVER (1800 YHEPATOCELLULA (180007 ) IN IN 92-105 1 0 0 0 0 2 0.000~ 0.000~ 0.000°
IN 92-105 2 4 2 7 7 4
IN 106-108 1 0 3 2 714
IN 106-108 2 37 38 34 30 24
Tumor rate: <1% in CTL - Total - 0 3 2 716 (P<0.025)
LIVER (1800 ) HEMANGIOMA (180008 ) IN IN 53-78 1 0 0 0 1 O 0.480 0.637 0.639
IN 53~-78 - 2 2 . 3 1 3
IN 106-108 1 0 0 0 1 O
IN 106-108 2 37 41 36 36 38
Tumor rate: <1% in CTL - Total 0 0 2 0
TIVER 7 (1800 % ) $HEPATOCELLUL{180012 IN106-10871 0 OETOY0A R -0.036% 1 0.033% 0.034*
e ) T e “IN*106-10872:%1:37-41-36 6 o
07 07500 0=
= 464846 T
00 0000
e g TR 1 42:42 ;41
Sl e o Tumor rate: <1%:. in:CTL.=. 070022
LIVER (1800 ) HEMANGIOSARCO1180015 ) MX ; g 0 g 1.000 0.745 0.748
4 S
Tumor rate: 2% in CTL - 1 0 ¢ 0
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ORGAN
NAME

LIVER
PANCREAS
PANCREAS

KIDNEYS

OVARIES
OVARIES
OVARIES
OV&?IES
OVARIES
OVARIES
OVARIES

UTERUS

UTERUS
UTERUS
UTERUS
UTERUS
UTERUS

UTERUS

TABLE 5b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Carcinoma and Multiple Carcinoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN
CODE

(1800

(2000

(2000

(2100

(3200

(3200

(3200

(3200

(3200

(3200

(3200

(3400

(3400

(3400

(3400

(3400

(3400

(3400

TUMOR
TYPE

TUMOR
NAME

TUMOR
CODE

YHEPATOCELLULA (180017 ) IN

in CTL
) IN

Tumor rate: <1%
)BENIGNE ISLET (200007

in CTL
) IN

Tumor rate: <1%
) SARCOMA NOT 0(200010

in CTL
) MX

Tumor rate: <1%
YHISTIOCYTIC S(020007

in CTL
) MX

Tumor rate: 4%
YHISTIOCYTIC S$(020007

in CTL
) IN

Tumor rate: 2%
) LUTEOMA (320005

in CTL
} IN

Tumor rate: 2%
) TUBULAR ADENO({320008

in CTL
) IN

Tumor rate: 2%
) GRANULOSA CEL(320010

in CTL
) IN

Tumor rate: <1%
YMIXED ADENOMA (320014

in CTL
) IN

Tumor rate: <1%
) TERATOMA (320015

in CTL
) IN

Tumor rate: <1%
)CYSTIC ADENOM(320016

in CTL
) MX

Tumor rate: <1%
YRISTIOCYTIC S(020007

APPEARS THIS WAY

ON ORIGINAL

Tumor rate: 2%
) SARCOMA NOT 0(200010

in CTL
) IN

<1% in CTL
) IN

Tumor rate:
) ENDOMETRIAL $(340003

in CTL
) IN

Tumor rate: 2%
Y ADENOCARCINOM (340010

Tumor rate: 2%
) LEIOMYOSARCOM (340012

in CTL
) IN

in CTL
) IN

Tumor rate: 2%
) STROMAL ADENO (340013

in CTL
) IN

Tumor rate: 2%
) POLYPOID ADEN (340016
in CTL

Tumor rate: <1%

TIME
INTERVAL

IN
IN
IN
IN
IN
IN

106-108
106-108
Total
92-105
92-105
Total
79-91
79-91
Total
79-91
79-91
106-108
106-108
Total
79-91
79-91
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
92-105
92-105
Total
0-52
0-52
Total
92-105
92-10S
Total
79-91
79-91
92-105
92-10S
106-108
106-108
Total
79-91
79-91
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106~-108
Total
106-108
106-108
Total

ROW TABLE
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w w w
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PO OMAOHUMFEFOMROHUOKHOWOMUKAIOWOONOOHOHRAKHO

w

w

w

w w w
OHONOFPAFPONOONONOONOONOOYE

w

w w (9] w (")
NOONOFPMAMMONOONOHLSOMNOONOHKHHOJOM

OBOO

w

w
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OO O0OWOODOODOOWOODMOWOOWOMHMWLHWLMWLL

w

w

w W w
COOHJHODOOVOODOOWOHDONMNONHHWNKO:

w

w

P VALUES

EXACT ASYMP- CONTIN
PERMU TOTIC  CORREC"
0.000~ 0.000~ 0.000~
(P<0.025)

0.240 0.040* 0.041*
0.722 0.6%99 0.703
0.987 0.844 0.846
1.000 0.707 0.710
0.638 0.710 0.712
0.963 0.818 0.820
0.397 0.551 0.556
0.769 0.743 0.746
0.286 0.059 0.065
0.231 0.037* 0.037*
0.297 0.344 0.345

APPEARS TiiL o
ON ORIG. AL

0.722 0.699 0.703
0.831 0.802 0.804
0.638 0.710 0.712
0.910 0.856 0.857
0.363 0.177 0.179
0.587 0.708 0.711
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TABLE 5b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Carcinoma and Multiple Carcinoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN TUMOR TUMOR TUMOR
NAME CODE NAME CODE TYPE
UTERUS (3400 ) LEIOMYOMA (340019 ) 1IN
Tumor rate: 4% in CTL
VAGINA (3500 JHISTIOCYTIC S$(020007 ) Mx
Tumor rate: 2% in CTL
VAGINA {3500 ) SQUAMOUS CELL(150013 ) IN
Tumor rate: 2% in CTL
VAGINA (3500 yBASAL-CELL TU(350002 ) IN
Tumor rate: 2% in CTL
VAGINA (3500 ) STROMAL POLYP (350006 ) IN
Tumor rate: <1% in CTL
PITUITARY (4100 YADENOMA ADENO (410002 ) 1IN
ON ORIGINAL
Tumor rate: 6% in CTL
PITUITARY (4100 )CARCINOMA INT (410004 ) IN
Tumor rate: <1% in CTL
PITUITARY (4100 )CARCINOMA ADE (410006 ) IN
Tumor rate: <1% in CTL
PITUITARY (4100 JADENOMA P.INT(410010 ) IN
Tumor rate: <1% in CTL
THYROID GL (4200 ) FOLLICULAR AD(420003 ) IN
Tumor rate: 2% in CTL
THYROID GL (4200 ) FOLLICULAR AD(420004 ) IN
Tumor rate: <l% in CTL
PARATHYROI (4300 ) ADENOMA (160101 ) IN
Tumor rate: 4% in CTL
ADRENAL GL (4400 ) PHAEOCHROMOCY (440009 ) IN
Tumor rate: <18 in CTL
ADRENAL GL (4400 )CORT.A-CELL~-A (440011 ) IN
Tumor rate: 2% in CTL
ADRENAL GL (4400 )MALIGNANT PHA (440012 ) FA
Tumor rate: <1% in CTL
ADRENAL GL (4400 ) CORT.B-CELL-A (440015 ) 1IN
Tumor rate: <1% in CTL
HEMOLYMPHO (4500 JHISTIOCYTIC S(020007 ) MX

ON ORIGINAL

TIME
INTERVAL

IN
IN
IN
IN
IN
IN
IN
IN
IN
IN

106-108
106-108
Total
79-91
79-91
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
79-91
79-91
92-105
92-105
106-108
106-108
Total
106-108
106-108
Total
92-105
92-105
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
68

68

87

87
Total
106-108
106-108
Total
79~91
79-91
92-105
92-10S
106~-108
106~108
79

45

HENERDHENE TN INENPR I IENRE TN IR RN IR TR INHE I NHENDRERNE R RN N R R RN

ROW TABLE

w (7]
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(%)
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L )
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w w
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ONAODWOODMOODHOODMOOWOO®O

(W)

W w w
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W

[

-

w

w w
O b ONOODONVFHFOHFODORJHOBOODOODOODMOONO H ~1 N

P VALUES
EXACT ASYMP- CONTIN
PERMU TOTIC CORREC
1.000 0.822 0.824
1.000 0.707 0.710
1.000 0.743 0.746
1.000 0.743 0.746
0.397 0.551 0.556
0.784 0.799 0.800

LN -
R

N oo 1174
FOTARS TH S

o
A ST R A

3 T
Vil unilutinaAi

0.201  0.025* 0.026*
0.500 0.597  0.600
0.804 0.736 0.739
0.83¢ 0.871 0.872
0.587 0.708 0.711
1.000 0.822 0.824
0.196 0.159 0.160
0.631 0.802 0.804
0.044% 0.003% 0.004"
0.804 0.736 0.739
0.104 0.094 0.094
APPEARS THIS WAY
ON ORIGINAL
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TABLE 5b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Carcinoma and Multiple Carcinoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN:
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC  CORREC®
FA 79 2 45 48 46 46 47
FA 84 1 0 0 0 0 1
FA 84 2 44 46 45 44 46
FA 88 1 1 0 0 0 O
FA 88 2 42 45 44 44 45
FA 92 1 0 0 01 0
FA 92 2 41 43 43 43 44
Tumor rate: 8% in CTL - Total - 4 2 1 3 5
HEMOLYMPHO (4500 )MALIGNANT LYM(450001 ) MX IN 79-S1 1 1 0 0 0 O 0.878 0.877 0.877
IN 79-91 2 321 2 2
IN 92-105 1 1 01 0 0
IN 92-105 2 2 0 1 4 4
IN 106-108 1 41111 8 7
IN 106-108 2 33 30 25 29 31
FA 76 1 0 0 0 1 0
FA 76 2 46 48 47 46 48
FA 78 1 0 01 0 0
FA 78 2 46 48 46 46 47
FA 80 1 0 01 0 O
FA 80 2 45 47 45 45 47
FA 83 1 01 0 0 O
FA 83 2 44 46 45 44 47
FA 84 1 01 0 0 O
222TADT TUIC W FA 84 2 44 45 45 44 47
' ﬂM:L,;{,’i!S HAY FA 88 1 100 0 0
A oriah FA 88 2 42 45 44 44 45
. 4 GRIAIIAL FA 89 1 000 0 1
FA 89 2 41 45 44 44 44 TTADT TN W,
FA 90 1 0100 0 ARS THIS WAY
FA 90 2 41 43 44 44 44 AENEERR RN
FA 91 1 0 01 0 0 s
FA 91 2 41 43 43 44 44
FA 97 1 010 0 1
FA 97 2 41 42 42 42 41
FA 98 1 0 0 0 0 1
FA 98 2 41 42 42 42 40
FA 99 1 0 0 1 1 0
FA 99 2 41 42 41 40 40
FA 100 1 01010
FA 100 2 41 41 41 39 40
FA 101 1 0 01 1 0
FA 101 2 40 41 40 37 40
FA 103 1 1 01 0 0
FA 103 2 38 41 38 37 38
FA 104 1 0 01 0 O
FA 104 2 38 41 37 37 38
FA 105 1 0 010 0
: FA 105 2 38 41 36 37 38
Tumor rate: 16% in CTL - Total - 8 16 20 12 10
HEMOLYMPHO (4500 )MYELOID LEUKE (450002 ) MX IN 106-108 1 1 0 0 0 O 1.000 0.821 0.823
IN 106-108 2 36 41 36 37 38
FA 10S 1 1 0 0 0 O
FA 105 2 37 41 37 37 38
Tumor rate: 4% in CTL - Total - 2 0 0 0 O
HEMOLYMPHO (4500 )MALIGNANT FIB(450004 ) IN IN 92-105 1 1 01 00 0.954 0.845 0.846
IN 92-105 2 3 2 6 7 6
Tumor rate: 2% in CTL - Total - 1 0 1 0 O
SPLEEN (4600 ) HISTIOCYTIC S(020007 ) MX IN 92-105 1 0o 0 0 1 0 0.234 0.258 0.259
IN 92-105 2 4 2 7 6 6
IN 106-108 1 1111 2
IN 106-108 2 36 40 35 36 36
Tumor rate: 2% in CTL - Total - 11 1 7 2
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TABLE 5b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE

(Carcinoma and Multiple Carcinoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE
SPLEEN (4600

SPLEEN (4600

MESENT. LY(5104

MESENT. LY (5104
MESENT. LY (5104

HARDERIAN (5400

HARDERIAN (5400

MAMMARY GL (5600

~

SKIN (5700

SKIN (5700
SKIN (5700
SKIN (5700

SKELETAL M(5800

SKELETAL M(5800

SKELETAL M(5800

SKELETAL M(5800

TUMOR TUMOR TUMOR
NAME CODE TYPE
) HEMANGIOMA (180008 ) IN

Tumor rate: 2% in CTL
) HEMANGIOSARCO (180015 ) MX

Tumor rate: 2% in CTL
YHISTIOCYTIC S(020007 ) MX

Tumor rate: <1% in CTL
) HEMANGIOMA (180008 ) IN

Tumor rate: 2% in CTL
) HEMANGIOSARCO (180015 ) MX

Tumor rate: <1% in CTL
) ADENOMA (160101 ) IN

Tumor rate: 2% in CTL
)ADENOMA ,MULTI (540007 ) 1IN

Tumor rate: <1% in CTL
) ADENOCARCINOM(340010 ) IN

Tumor rate: 2% in CTL
) SARCOMA NOT 0(200010 ) IN

Tumor rate: 2% in CTL
) FIBROSARCOMA (570003 ) IN

Tumor rate: <1% in CTL
) FIBROMA (570004 ) IN

Tumor rate: <1% in CTL
) GRANULAR CELL (570008 ) IN

Tumor rate: 2% in CTL
JHISTIOCYTIC S(020007 ) MX

Tumor rate: <1% in CTL
) FIBROMA (570004 ) IN

Tumor rate: 2% in CTL
) FIBROSARCOMA/ (580009 ) IN

Tumor rate: <1% in CTL
}OSTEOSARCOMA/ (5680013 ) IN

Tumor rate: <1% in CTL

TIME
INTERVAL

IN
IN

106-108
106-108
Total
106-108
106-108
Total
79-91
79-91
106-108
106-108
Total
106-108
106-108
Total
106-108
106-108
Total
92-105
92-105
106-108
106~-108
Total
106-108
106-108
Total
106-108
106-108
Total
79-91
79-91
106-108
106-108
Total
92-105
92-105
Total
92-105
92-105
106-108
106-108
Total
92~-105
92-105
Total
79-91
79-91
92-10S
92-10S
106-108
106-108
Total
106-108
106-108
Total
79-91
79-91
106-108
106-108
Total
106-108
106-108
Total
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ROW TABLE
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EXACT
PERMU
1.000

0.963

0.034+

0.638

0.587

0.432

0.587

1.000

0.946

0.231

0.309

1.000

0.168

1.000

0.410

-0.804

P VALUES
ASYMP- CONUTIE
TOTIC CORREC
0.743 0.746
0.818 0.820
0.002~ 0.002~
0.710 0.712
0.708 0.711
0.357 0.359
0.708 0.711
0.743 0.746
0.797 0.799
0.037* 0.037*
0.200 0.202
0.774 0.777
0.225 0.227
0.743 0.746
0.653 0.655
0.736 0.739



TABLE 5b (Continued)
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ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE

(Carcinoma and Multiple Carcinoma Combined: Shaded Area Only)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE

FEMUR (5901
STERNUM (5902

MESENTERY (6302

SUBCUTIS (6304
SUBCUTIS (6304
SUBCUTIS (6304
SUBCUTIS (6304
SUBCUTIS (6304
SUBCUTIS (6304

(End of File)

TUMOR TUMOR TUMOR TIME
NAME CODE TYPE INTERVAL
) ANGIOMA (590103 ) IN IN 92-105
IN 92-105
Tumor rate: <1% in CTL - Total
) SARCOMA NOT 0(200010 ) IN IN 106-108
IN 106-108
Tumor rate: <1% in CTL - Total
JHISTIOCYTIC S(020007 ) MX IN 106-108
IN 106-108
Tumor rate: <1% in CTL - Total
YHISTIOCYTIC $(020007 ) MX IN 79-91
IN 79-91
IN 92-105
IN 92-105
Tumor rate: <1% in CTL - Total
) SARCOMA NOT 0(200010 ) IN IN 79-91
IN 79-91
IN 92-105
IN 92-105
IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
)ADENOCARCINOM (340010 ) IN IN 92-10S
IN 92-105
Tumor rate: 2% in CTL - Total
) FIBROSARCOMA (570003 ) IN IN 79-91
IN 79-91
Tumor rate: <1% in CTL - Total
) FIBROMA (570004 ) IN IN 106-108
IN 106-108
Tumor rate: 2% in CTL - Total
)y FIBROSARCOMA, (630416 ) IN IN 92-10S
IN 92-105
Tumor rate: <1% in CTL - Total
APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS 'NAY
ON ORIGINAL

48

ROW TABLE
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2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
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EXACT
PERMU
0.769

0.587

0.804

0.426

1.000

0.278

0.363

0.500

P VALUES
ASYMP- CONTINL
TOTIC CORREC”
0.743 0.746
0.708  0.711
0.736 0.739
0.703 0.706
0.412 0.414
0.774 0.777
0.498 0.502
0.177 0.179
0.597  0.600
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TABLE 6a

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE |
(Adenoma,Multiple Adenoma,Carcinoma and Multiple Carcinoma Combined:Shaded Area)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note: Dose Levels Included: CTRL LOW MED HIGH MAXI (0 1 5 25 125)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols: ~, + and * indicate that p-values are <0.005, <0.025 and <0.05 respectively

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC
LUNGS (0900 ) BRONCHIOLO-AL (090003 ) IN IN 106-108 1 1 1 0 0 © 0.955 0.798 0.801
IN 106-108 2 45 46 45 41 36
Tumor rate: 2% in CTL - Total - 1 1 0 0 0 X
LOUNGS {0900 ) BRONCHIOLO-AL (090010 )} IN IN 106-108 1 2 1 3 4 0 0.860 0.866 0.866
IN 106-108 2 44 46 42 37 36
Tumor rate: 4% in CTL - Total - 2 1 3 4 0
LUNGS (0900 ) BRONCHIOLO-AL(090011 ) IN IN 106-108 1 0 1 0 0 O 0.786 0.719 0.722
IN 106-108 2 46 46 45 41 36
Tumor rate: <1% in CTL - Total - 0 1 0 0 O
LUNGS ({0800 ) BRONCHIOLO-AL (090013 ) IN IN 53-78 1 0 0 0 0 1 0.553 0.630 0.632
IN 53-78 2 11 . . 3
IN 106-108 1 2 01 2 0
IN 106-108 2 44 47 44 39 36
Tumor rate: 4% in CTL ~ Total - 2 0 1 2 1
STOMACH (1500 )PAPILLOMA FOR(150002 ) IN IN 106-108 1 0 0 1 0 1 0.162 0.115 0.116
IN 106-108 2 46 47 44 41 35
Tumor rate: <1% in CTL - Total - 0 0 1 0 1
STOMACH (1500 ) SQUAMOUS CELL (150013 ) IN IN 106-108 1 0 0 0 1 O 0.358 0.517 0.522
IN 106-108 2 46 47 45 40 36
Tumor rate: <1% in CTL - Total - 0 0 0 1 O
DUQDENUM (1601 } ADENOMA (160101 ) IN IN 106-108 1 0 0 0 1 O 0.358 0.517 0.522
IN 106-108 2 46 47 45 40 36
Tumor rate: <1% in CTL - Total - 0 0 0 1 O
LIVER (1800 YHISTIOCYTIC S(020007 ) MX IN 106-108 1 0o 0 2 0 1 0.238 0.242 0.244
IN 106-108 2 46 47 43 41 35
i Tumor rate: <1% in CTL - Total - 0 0 2 0 1
LIVER (1800 ) $HEPATOCELLUL (180007 ) MX IN 53-78 1 1 0 0 0 1 0.000~ 0.000~ 0.000~
- R g T el ey IN 53-78 2 o o0 . .. 1.
IN 79-91 1 0 0 0-3 1
IN 79-81 2 2 . . 1.0
IN 92-108-+1" 0-0. 21 -5
— -92=-105 =2 - 1 1 022
106-108 1 6 8:11 2422
2 40:39:34:17:14
17000 1 T
: ~ 504949 7 8 A
o1 000 - APPEARS THIS-WAY
-50748.. 48 oL ADY Ao e
{f 50:48 - 1. Cael : R
i 50,07 1
i g7 48 39
- 47487 39"
0 1 =
& 748
- 0.0
i ’ ' 47 48
e . - Tumor-rate: 14%. . .in CTL - .Total. .- ) {P<0.005)
LIVER (1800 ) HEMANGIOMA (180008 ) IN IN 106-108 1 1 0 0 0 O 1.000 0.726 0.730
IN 106-108 2 45 47 45 41 36
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
LIVER (1800 ) HEMANGIOSARCO (180014 ) IN IN 106-108 1 0 01 0 O 0.567 0.688 0.692
‘ IN 106-108 2 46 47 44 41 36
Tumor rate: <1% in CTL - Total - 0 0 19 O
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TABLE 6a (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE MOUSE
(Adenoma, Multiple Adenoma, Carcinoma and Multiple Carcinoma Combined:Shaded Area)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC
LIVER (1800 ) HEMANGIOSARCO (180015 ) IN IN 106-108 1 0 0 1 0 O 0.567 0.688 0.692
IN 106-108 2 46 47 44 41 36
Tumor rate: <1% in CTL - Total - 0 0 1 0 O
PANCREAS (2000 YBENIGNE ISLET (200007 ) IN IN 106-108 1 1 0 0 0 O 1.000 0.727 0.730
IN 106-108 2 44 47 45 41 36
Tumor rate: 2% in CTL - Total - 1 0 0 0 ©
PANCREAS (2000 YEXOCRINE ADEN (200009 ) IN IN 106-108 1 0 01 0 O 0.570 0.688 0.692
IN 106-108 2 45 47 44 41 36
Tumor rate: <1% in CTL - Total - 0 0 1 0 O
THYROID GL (4200 ) FOLLICULAR AD(420003 ) IN IN 106-108 1 0 0 0 1 1 0.092 0.065 0.066
IN 106-108 2 46 47 45 40 35
Tumor rate: <1l% in CTL - Total - 0 0 0 1 1
PARATHYROI (4300 ) ADENOMA (160101 ) IN IN 106-108 1 0 0 0 1 © 0.358 0.517 0.522
IN 106-108 2 46 47 45 40 36
Tumor rate: <1% in CTL - Total - 0 0 0 1 O
ADRENAL GL (4400 )CORT.A-CELL-A (440011 ) IN IN 106-108 1 1 2 1 3 0 0.768 0.821 0.822
IN 106-108 2 44 45 44 38 36
Tumoxr rate: 2% in CTL -~ Total - 1 21 3 0
ADRENAL GL (4400 )CORT.B-CELL-A (440015 ) IN IN 106-108 1 01 0 0 1 0.238 0.129 0.130
IN 106-108 2 45 46 45 41 35
Tumor rate: <1% in CTL - Total - 01 0 0 1
ADRENAL GL (4400 JMIXED CELL AD(440020 ) IN IN 106-108 1 0 2 1 0 O 0.835 0.831 0.833
IN 106-108 2 45 45 44 41 36
Tumor rate: <1% in CTL - Total - 0 2 1 0 O
HEMOLYMPHO (4500 JHISTIOCYTIC S(020007 ) MX IN 106-108 1 0 0 3 0 1 0.307 0.396 0.398
IN 106-108 2 46 47 42 41 35
FA 90 1 0 0 0 1 ©
FA 90 2 47 48 49 44 46
Tumor rate: <1% in CTL - Total - 0 0 3 1 1
HEMOLYMPHO (4500 JMALIGNANT LYM(450001 ) MX IN 106-108 1 1 4 0 3 2 0.529 0.562 0.563
IN 106-108 2 45 43 45 38 34
' FA 85 1 1 0 0 0 O
APPEARS THIS WAY FA 85 2 4748494746  {omcanme ~rpre s
'NAL FA 103 1 1 00 0 0 APPTARS THIS 'YAY
ON ORIGH FA 103 2 46 48 45 42 38 A ABIALY A
FA 104 1 0100 0 U GRIGIMAL
FA 104 2 46 47 45 41 37
Tumor rate: 6% in CTL - Total - 3 5 0 3 2
HEMOLYMPHO (4500 YMALIGNANT FIB (450004 ) IN IN 53-78 1 1 0 0 0 O 1.000 0.933 0.934
IN 53-78 2 o1 . . 4
IN 106-108 1 1 0 0 0 O
IN 106-108 2 45 47 45 41 36
Tumor rate: 4% in CTL - Total - 2 0 0 0 O
SPLEEN (4600 YHISTIOCYTIC S(020007 ) MX IN 106-108 1 0 01 0 O 0.567 0.688 0.692
IN 106-108 2 46 47 44 41 36
Tumor rate: <1% in CTL - Total - 0 01 0 O
SPLEEN (4600 ) HEMANGIOMA (180008 ) IN IN 106-108 1 01 0 1 0 0.507 0.670 0.673
IN 106-108 2 46 46 45 40 36
Tumor rate: <1% in CTL - Total - 01 0 1 O
SPLEEN (4600 ) HEMANGIOSARCO (180015 ) IN IN 106-108 1 0 2 0 0 O 0.861 0.794 0.796
IN 106-108 2 46 45 45 41 36
Tumor rate: <1% in CTL - Total - 0 2 0 0 O
MESENT. LY{(5104 YHISTIOCYTIC S(020007 ) MX IN 106-108 1 0 01 0 O 0.567 0.688 0.692
IN 106-108 2 46 47 44 41 36
Tumor rate: <1t in CTL - Total - 0 01 0 O
HARDERIAN (5400 ) ADENOMA (160101 ) IN IN 106-108 1 2 2 5 0 1 0.822 0.801 0.802
IN 106-108 2 44 45 40 41 35
Tumor rate: 4% in CTL - Total - 2 2 5 0 1
FEMUR (5901 ) ANGIOMA (590103 ) IN IN 106-108 1 01 0 0 O 0.786 0.719 0.722
IN 106-108 2 46 46 45 4% 36
Tumor rate: <1% in CTL - Total - 0 1 0 ¢ O
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TABLE 6a (Continued)

(Adenoma, Multiple Adenoma, Carcinoma and Multiple Carcinoma Combined:Shaded Area)

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN

NAME CODE

MESENTERY (6302

MESENTERY (6302

SUBCUTIS (6304

SUBCUTIS (6304

SUBCUTIS (6304

(End of File)

TUMOR

) SARCOMA NOT 0(200010 ) IN IN 92-105

Tumor rate:
}MALIGNANT MES (630209 ) IN IN 79-91

Tumor rate: 2%
JHISTIOCYTIC S$(020007 ) MX IN 79-91

Tumor rate:

Tumor rate:
) LIPOSARCOMA

Tumor rate:

LY
LK

......

5t

TUMOR TIME
CODE TYPE INTERVAL ROW TABLE
1 0
IN 92-105 2 1
<l% in CTL - Total - 0
1 1
IN 79-91 2 1
in CTL - Total - 1
1 0
IN 79-91 2 2
<l% in CTL - Total - 0
(630401 ) IN IN 106-108 1 0
IN 106-108 2 46 4
<l% in CTL - Total - 0
(630414 ) IN IN 79-91 1 1
IN 79-91 2 1
2% in CTL - Total - 1

OO0+ DOMO

OO~NOO-

o .

-
OrHbBHO-

O+ W

[= X«

O .

-
O O0OOHOHRWHODBOOWDOD

w
OHOOMNOOHOOHOOWO

EXACT

PERMU

0.889

1.000

0.714

0.567

1.000

P VALUES
ASYMP- CONTIN
TOTIC CORREC
0.862 0.864
0.792 0.796
0.572 0.577
0.688 0.692
0.792 0.796
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TABLE 6b

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma, Multiple Adenoma, Carcinoma and Multiple Carcinoma Combined:Shaded Area)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note: Dose Levels Included: CTRL LOW MED HIGH MAXI (0 1 5 25 125)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols: ~, + and * indicate that p-values are <0.005, <0.025 and <0.05 respectivel

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTI}
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC
CEREBRUM (0101 JMENINGEOMA MA (010104 ) IN IN 79-91 1 1 0 0 0 O 1.000 0.707 0.710
IN 79-91 2 4 5 3 2 3
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
CEREBELLUM(0102 YMENINGEOMA MA (010104 ) IN IN 106-108 1 1 0 0 0 O 1.000 0.743 0.746
IN 106-108 2 36 41 36 37 38
Tumor rate: 2% in CTL - Total - 1 0 0 0O O
SPINAL COR(0200 )OSTEOSARCOMA (02000S ) IN IN 106-108 1 0 1 0 0 0O 0.804 0.736 0.739
IN 106-108 2 37 40 36 37 38
Tumor rate: <1% in CTL - Total - 01 0 0 O
SPINAL COR(0200 JHISTIOCYTIC S(020007 ) MX IN 79-91 1 1 0 0 0 O 1.000 0.707 0.710
IN 79-91 2 4 S 3 2 3
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
LUNGS (0900 JHISTIOCYTIC S$(020007 ) MX IN 79-91 1 1 0 0 0 1 0.079 0.016+ 0.016+
IN 79-91 2 4 5 3 2 2
IN 106-108 1 0 0 0 0 1
IN 106-108 2 37 41 36 37 37
Tumor rate: 2% in CTL - Total - 1 0 0 0 2
LUNGS (0900 )BRONCHIOLO~AL (090010 ) IN IN 106-108 1 1 0 0 1 1 0.271 0.247 0.249
IN 106-108 2 36 41 36 36 37
Tumor rate: 2% in CTL - Total - 1 0 0 1 1
LUNGS (0900 ) BRONCHIOLO-AL (090013 ) FA FA 100 1 1 0 0 0 O 1.000 - 0.741 0.744
FA 100 2 40 42 41 40 40
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
STOMACH (1500 JHISTIOCYTIC S(020007 ) MX IN 106-108 1 0 1 0 0 O 0.804 0.736 0.739
IN 106-108 2 37 40 36 37 38
Tumor rate: <1% in CTL - Total - 01 0 0 O
STOMACH (1500 YPAPILLOMA FOR(150002 ) IN IN 106-108 1 0 0 0 1 0 0.397 0.551 0.556
IN 106-108 2 37 41 36 36 38
Tumor rate: <1% in CTL - Total - 0 0 0 1 0
LIVER (1800 JHISTIOCYTIC S(020007 ) MX IN 79-91 1 2 0 0 0 1 0.139 0.102 0.103
. Sc v . IN 79-91 2 3 5 3 2 2
m‘.“ AxS THIS WAY IN 92-105 1 000 10 5 wa ey
1\ IN 92-105 2 4 2 7 6 6 re taad 1 o
Ji DRIGINAL IN 106-108 1 1100 2 CinRintan
IN 106-108 2 36 40 36 37 36 YRR
Tumor rate: 68 in CTL - Total -~ 3 1013
E1X ) IN92-105 } “2‘““70;000"'0.000‘* 0.000*

Sk

’Aﬁwm .ms WAY

S0
i OHomiatuAL

1

3 (P<0 025)

LIVER (1800 ) HEMANGIOMA (180008 ) IN IN 53-78 1 0 0 0 1 0 0.480 0.637 0.639
IN 53-78 2 2 . 3 1 3
IN 106-108 1 0 0 0 1 0O
IN 106-108 2 37 41 36 36 38
Tumor rate: <1% in CTL - Total - 0 0 0 2 0

LIVER (1800 JHEMANGIOSARCO (180015 ) MX FA 85 1 1 0 0 0 O 1.000 0.745 0.748
FA B8S 2 43 45 45 44 46
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
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TABLE 6b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma, Multiple Adenoma, Carcinoma and Multiple Carcinoma Combined:Shaded Area)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC
PANCREAS (2000 JBENIGNE ISLET (200007 ) IN IN 92-105 1 0 0 0 0 1 0.240 0.040* 0.041*
IN 92-105 2 4 2 6 7 5
Tumor rate: <1% in CTL -~ Total - 0 0 0 ¢ 1
PANCREAS (2000 ) SARCOMA NOT 0(200010 ) IN IN 79-91 1 01 0 0 O 0.722 0.699 0.703
IN 79-91 2 S 4 3 2 3
Tumor rate: <1% in CTL - Total - 0 1 0 0 O
KIDNEYS (2100 YHISTIOCYTIC $(020007 ) MX IN 79-91 1 2 0 0 0 ¢ 0.987 0.844 0.846
IN 79-91 2 3 5 3 2 3
IN 106-108 1 01 0 0 0
IN 106-108 2 37 40 36 37 38
Tumor rate: 4% in CTL - Total - 2 1 0 0 O©
OVARIES (3200 JHISTIOCYTIC S(020007 ) MX IN 79-91 1 1 0 0 0 O 1.000 0.707 0.710
IN 79-91 2 4 5 3 2 3
Tumor rate: 2% in CTL - Total - 1 0 0 0 O
OVARIES (3200 ) LUTEOMA (320005 ) IN IN 106-108 1 1 0 01 0 0.638 0.710 0.712
IN 106-108 2 36 41 36 36 38
Tumor rate: 2% in CTL - Total - 1 0 0 1 O
OVARIES (3200 ) TUBULAR ADENO (320008 ) IN IN 106-108 1 11 0 0 0 0.963 0.818 0.820
IN 106-108 2 36 40 36 37 38
Tumor rate: 2% in CTL - Total - 11 0 0 0O
OVARIES {3200 ) GRANULOSA CEL(320010 ) IN IN 106-108 1 0 0 0 1 O 0.397 0.551 0.556
IN 106-108 2 37 41 36 36 38
Tumor rate: <1% in CTL - Total - g 0 0 1 0
OVARIES (3200 JMIXED ADENOMA (320014 ) IN IN 92-105 1 0 0 1 0 O 0.769 0.743 0.746
IN 92-105 2 4 2 6 7 6
Tumor rate: <1% in CTL - Total - 0 0 1 0 O
OVARIES (3200 ) TERATOMA (320015 ) IN IN 0-52 1 0 0 0 1 0 0.286 0.059 0.065
IN 0-52 2 2 21 1 .
Tumor rate: <1% in CTL - Total - 0 0 0 1 ¢
OVARIES (3200 )CYSTIC ADENOM (320016 ) IN IN 92-105 1 0 0 0 0 1 0.231 0.037* 0.037*
IN 92-105 2 4 2 7 7 5
Tumor rate: <1% in CTL - Total - 0 0 0 0 1
UTERUS (3400 YHISTIOCYTIC S(020007 ) MX IN 79-91 1 1 0 0 0 1 0.297 0.344 0.345
. IN 79-91 2 4 5 3 2 2 A
k - e R ™ -— N
APPTARS THIS WAY IN 92-105 1 0 0 0 1 0 2DC3ng Tuis iy
) 1AL A IN 92-105 2 4 2 7 6 6 m 3t At
0N QRIGINAL IN 106-108 1 0010 0 SO TITINAL
IN 106-108 2 37 41 35 37 38
Tumor rate: 2% in CTL - Total - 1 0 1 11
UTERUS (3400 ) SARCOMA NOT 0(200010 ) IN IN 79-91 1 01 0 0 O 0.722 0.699 0.703
IN 79-91 2 S 4 3 2 3
Tumor rate: <1t in CTL - Total - 01 0 0 0
UTERUS (3400 ) ENDOMETRIAL S(340003 ) IN IN 106-108 1 1 01 0 ¢ 0.831 0.802 0.804
IN 106-108 2 36 41 35 37 38
Tumor rate: 2% in CTL - Total - 1 01 0 O
UTERUS (3400 YADENOCARCINOM (340010 ) IN IN 106-108 1 1 0 0 1 0 0.638 0.710 0.712
IN 106-108 2 36 41 36 36 38
Tumor rate: 2% in CTL - Total - 1 0 0 1 0
UTERUS (3400 YLEIOMYOSARCOM (340012 ) IN IN 106-108 1 111 0 0 0.910 0.856 0.857
IN 106-108 2 36 40 35 37 38
Tumor rate: 2% in CTL - Total - 111 0 0
UTERUS (3400 ) STROMAL ADENO (340013 ) IN IN 106-108 1 1 0 0 0 1 0.363 0.177 0.179
IN 106-108 2 36 41 36 37 37
Tumor rate: 2% in CTL - Total - 1 0 0 0 1
UTERUS (3400 ) POLYPOID ADEN(340016 ) IN IN 106-108 1 0 01 0 O 0.587 0.708 0.711
IN 106-108 2 37 41 35 37 38
Tumor rate: <1% in CTL - Total - 0 01 0 O
UTERUS (3400 ) LEIOMYOMA (340019 ) IN IN 106-108 1 2 0 0 0 O 1.000 0.822 0.824
IN 106-108 2 35 41 36 37 38
Tumor rate: 4% in CTL - Total - 2 0 0 0 O
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TABLE 6b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma, Multiple Adenoma, Carcinoma and Multiple Carcinoma Combined:Shaded Area)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN TUMOR TUMOR TUMOR TIME

NAME CODE NAME CODE TYPE INTERVAL ROW TABLE
VAGINA (3500 JHISTIOCYTIC S$(020007 ) MX IN 79-91 1 1 0
IN 79-91 2 4 5

Tumor rate: 2% in CTL - Total - 1 0

VAGINA (3500 ) SQUAMOUS CELL(150013 } IN IN 106-108 1 1 0
IN 106-108 2 36 41

Tumor rate: 2% in CTL - Total - 1 0

VAGINA (3500 }BASAL-CELL TU(350002 ) IN IN 106-108 1 1 0
IN 106-108 2 36 41

Tumor rate: 2% in CTL - Total - 1 0

VAGINA (3500 ) STROMAL POLYP(350006 ) IN IN 106-108 1 0 0
IN 106-108 2 37 41

Tumor rate: <1% in CTL - Total - 0 0

PITUITARY (4100 JADENOMA ADENO(410002 ) IN IN 79-91 1 0 1
IN 79-91 2 5 4

. TR AY IN 92-105 1 0 0

APPEARS THIS WAY IN 92-105 2 4 2

~ miAIA N IN 106-108 1 3 4

Cil CRIGINAL IN 106-108 2 34 37

Tumor rate: 6% in CTL - Total - 3 S5

PITUITARY (4100 YCARCINOMA INT (410004 ) IN IN 106-108 1 0 0
IN 106-108 2 37 41

Tumor rate: <1% in CTL - Total - 0 0

PITUITARY (4100 }CARCINOMA ADE (410006 ) IN IN 92~105 1 0 0
IN 92-105 2 4 2

Tumor rate: <1% in CTL - Total - 0 0

PITUITARY (4100 YADENOMA P.INT (410010 ) IN IN 106-108 1 0 1
IN 106-108 2 37 40

Tumor rate: <1% in CTL - Total - 0 1

THYROID GL (4200 ) FOLLICULAR AD(420003 ) IN IN 106-108 1 11
IN 106-108 2 36 40

Tumor rate: 2% in CTL - Total - 11

THYROID GL (4200 ) FOLLICULAR AD(420004 ) IN IN 106-108 1 0 0
IN 106-108 2 37 41

Tumor rate: <1% in CTL - Total - 0 O

PARATHYROI (4300 ) ADENOMA (160101 ) IN IN 106-108 1 2 0
IN 106-108 2 35 41

Tumor rate: 4% in CTL - Total - 2 0

ADRENAL GL (4400 ) PHAEOCHROMOCY (440009 ) IN IN 106-108 1 0 0
IN 106-108 2 37 41

Tumor rate: <1% in CTL - Total - 0 0

ADRENAL GL (4400 ) CORT.A-CELL~A (440011 ) IN IN 106-108 1 1 0
IN 106-108 2 36 41

Tumor rate: 2% in CTL - Total - 1 0

ADRENAL GL (4400 JMALIGNANT PHA (440012 ) FA FA 68 1 0 0
FA 68 2 46 48

FA 87 1 0 0

FA 87 2 43 45

Tumor rate: <1% in CTL - Total - 0 0

ADRENAL GL (4400 )CORT.B~-CELL-A (440015 ) IN IN 106-108 1 0 1
IN 106-108 2 37 40

Tumor rate: <1% in CTL - Total - 0 1

HEMOLYMPHO (4500 JHISTIOCYTIC S(020007 ) MX IN 79-91 1 0 1
IN 79-91 2 3 4

IN 92-105 1 0 0

' \3 IN 92-105 2 4 2

APPEARS THIS WAY IN 106-108 1 2 1

. ol I -

CN ORIGINAL IN 106-108 2 35 40

FA 79 2 45 48

FA 84 1 0 0
FA B84 2 44 46
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P VALUES
EXACT ASYMP- CONTI!
PERMU TOTIC CORRE(
1.000 0.707 0.710
1.000 0.743 0.746
1.000 0.743 0.746
0.397 0.551 0.556
0.784 0.799 0.800
APPLAS TES
Cid ORiGinAn
0.201 0.025* 0.026"
0.500 0.597 0.600
0.804 0.736 0.739
0.834 0.871 0.872
0.587 0.708 0.711
1.000 0.822 0.824
0.196 0.159 0.160
0.831 0.802 0.804
0.044* 0.003~ 0.004-
0.804 0.736 0.739
0.104 0.094 0.094

APPEARS THIS WAY
0N ORIGINAL
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TABLE 6b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma, Multiple Adenoma, Carcinoma and Multiple Carcinoma Combined:Shaded Area)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTI!
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC
FA 88 1 1 0 0 0 o
FA 88 2 42 45 44 44 45
FA 92 1 0 0 0 1 0O
FA 92 2 41 43 43 43 44
Tumor rate: 8% in CTL - Total - 4 2 1 3 5
HEMOLYMPHO (4500 JMALIGNANT LYM(450001 ) MX IN 79-91 1 1 0 0 0 O 0.878 0.877 0.877
IN 79-91 2 3 21 2 2
IN 92-105 1 1 01 0 O
IN 92-105 2 2 01 4 4
IN 106-108 1 4 11 11 8 7
IN 106-108 2 33 30 25 29 31
FA 76 1 0 0 0 1 0
FA 76 2 46 48 47 46 48
FA 78 1 0 0 1 0 o
FA 78 2 46 48 46 46 47
FA 80 1 0 01 0 O
APDC e : FA 80 2 45 47 45 45 47
L O I T T FA 83 1 0 1 0 0 o0
£33y it s FA 83 2 44 46 45 44 47
(EEE RN PRI OR FA 84 1 01 0 0 O
FA 84 2 44 45 45 44 47
FA 88 1 1 0 0 0 O
FA 88 2 42 45 44 44 45
FA 89 1 0 0 0 0 1
FA 89 2 41 45 44 44 44
. FA 90 1 01 0 0 0
FA 90 2 41 43 44 44 44 s 5ara oo
FA 91 1 0 01 0 O ﬂduff TR A
FA 91 2 41 43 43 44 44 Pesade S A
FA 97 1 01 0 0 1 G SRIGHAL
FA 97 2 41 42 42 42 41
FA 98 1 00 0 0 1
FA 98 2 41 42 42 42 40
FA 99 1 0 01 1 0
FA 99 2 41 42 41 40 40
FA 100 1 01 0 1 0
FA 100 2 41 41 41 39 40
FA 101 1 0 0 1 1 0
FA 101 2 40 41 40 37 40
FA 103 1 1 01 0 ©
FA 103 2 38 41 38 37 38
FA 104 1 0 01 0 O
FA 104 2 38 41 37 37 38
FA 105 1 0 01 0 O
FA 105 2 38 41 36 37 38
Tumor rate: 16% in CTL - Total - 8 16 20 12 10
HEMOLYMPHO (4500 YMYELOID LEUKE(450002 ) MX IN 106-108 1 1 0 0 0 O 1.000 0.821 0.823
IN 106-108 2 36 41 36 37 38
FA 105 1 1 0 0 0 O
FA 105 2 37 41 37 37 38
Tumor rate: 4% in CTL - Total - 2 0 0 0 O
HEMOLYMPHO (4500 YMALIGNANT FIB(450004 ) IN IN 92-105 1 1 0 1 0 O 0.954 0.845 0.846
IN 92-105 2 3 2 6 71 6
Tumor rate: 2% in CTL - Total - 1 01 ¢ O
SPLEEN (4600 YHISTIOCYTIC S(020007 ) MX IN 92-105 1 0 0 0 1 ¢ 0.234 0.258 0.259
IN 92-105 2 4 2 7 6 6
IN 106-108 1 111 1 2
IN 106-108 2 36 40 35 36 36
Tumor rate: 2% in CTL - Total - 1 1 1 2 2
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TABLE 6b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma, Multiple Adenoma, Carcinoma and Multiple Carcinoma Combined:Shaded Area)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN TUMOR TUMOR TUMOR TIME
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE
SPLEEN (4600 ) HEMANGIOMA (180008 ) IN IN 106-108 1 1 0
IN 106-108 2 36 41
Tumor rate: 2% in CTL - Total - 1 0
SPLEEN (4600 )HEMANGIOSARCO (180015 ) MX IN 106-108 1 11
IN 106-108 2 36 40
Tumor rate: 2% in CTL - Total - 1 1
MESENT. LY (5104 YHISTIOCYTIC S(020007 ) MX IN 79-91 1 0 0
IN 79-91 2 5 §
IN 106-108 1 0 0
IN 106-108 2 37 41
Tumor rate: <1% in CTL -~ Total - (V]
MESENT. LY (5104 Y HEMANGIOMA (180008 ) IN IN 106-108 1 1 0
IN 106-108 2 36 41
Tumor rate: 2% in CTL - Total - 1 0
MESENT. LY(5104 )HEMANGIOSARCO (180015 ) MX IN 106-108 1 0 0
IN 106-108 2 37 41
Tumor rate: <1% in CTL - Total - [V ]
HARDERIAN (5400 ) ADENOMA (160101 ) IN IN 92-105 1 1 0
IN 92-105 2 3 2
IN 106-108 1 0 0
IN 106-108 2 37 41
Tumor rate: 2% in CTL - Total - 1 0
HARDERIAN (5400 YADENOMA, MULTI (540007 ) IN IN 106-108 1 0 0
IN 106-108 2 37 41
Tumor rate: <1% in CTL - Total - 0 0
MAMMARY GL (5600 YADENOCARCINOM (340010 ) IN IN 106-108 1 1 0
IN 106-108 2 36 41
Tumor rate: 2% in CTL - Total - 1 0
SKIN (5700 ) SARCOMA NOT 0(200010 ) IN IN 79-91 1 0 1
IN 79-91 2 5 4
IN 106-108 1 1 0
IN 106-108 2 36 41
Tumor rate: 2% in CTL - Total - 1 1
SKIN (5700 yFIBROSARCOMA (570003 ) IN IN 92-105 1 0 0
IN 92-105 2 4 2
Tumor rate: <1% in CTL - Total - 0 0
SKIN (5700 ) FIBROMA (570004 ) IN IN 92~-105 1 0 0
IN 92-105 2 4 2
IN 106~108 1 0 1
IN 106-108 2 37 40
Tumor rate: <1% in CTL - Total - 0 1
SKIN (5700 )GRANULAR CELL(570008 ) IN IN 92-105 1 1 0
IN 92-105 2 3 2
Tumor rate: 2% in CTL - Total - 1 0
SKELETAL M(S800 JHISTIOCYTIC S(020007 ) MX IN ;g-gl 1 0 0
Ty i IN 79-91 2 5 5
APPEARS THIS HAY IN 92-105 1 00
i} 0! A IN 92-105 2 4 2
0N ORIGINAL IN 106-108 1 0 0
IN 106-108 2 37 41
Tumor rate: <1% in CTL - Total - 0 0
SKELETAL M(S800 ) FIBROMA (570004 ) IN IN 106-108 1 1 0
IN 106-108 2 36 41
Tumor rate: 2% in CTL - Total - 1 0
SKELETAL M(S800 ) FIBROSARCOMA/ (580009 ) IN IN 79-91 1 0 0
IN 79-91 2 S S
IN 106-108 1 0 0
IN 106-108 2 37 41
Tumor rate: <1% in CTL - Total - 0 0
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P VALUES

EXACT ASYMP- CONTI
PERMU TOTIC CORRE
1.000 0.743 0.746
0.963 0.818 0.820
0.034* 0.002~ 0.002
0.638 0.710 0.712
0.587 0.708 0.711
0.432 0.357 0.359
0.587 0.708 0.711
1,000 0.743 0.746
0.946 0.797 0.799
0.231 0.037* 0.037
0.309 0.200 0.202
1.9000 0.774 0.777
0.168 0.225 0.227
R A N

P U SR SRR R

SR L SRR
1T Uil s

1.000 0.743 0.746
0.410 0.653 0.655
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TABLE 6b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE MOUSE
(Adenoma, Multiple Adenoma, Carcinoma and Multiple Carcinoma Combined:Shaded Area)
TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Tumor rate: 2% in CTL - Total

SUBCUTIS (6304 )ADENOCARCINOM (340010 ) IN IN 92-105
IN 92-105

Tumor rate: 2% in CTL - Total

SUBCUTIS (6304 ) FIBROSARCOMA (570003 ) IN IN 79-91

1.000 0.774 0.777

0.278 0.498 0.502

IN 79-91
Tumor rate: <1% in CTL - Total
SUBCUTIS (6304 ) FIBROMA (570004 ) IN IN 106-108 0.363 0.177 0.179
IN 106-108 36 41 36 37 3

Tumor rate: 2% in CTL - Total
SUBCUTIS (6304 ) FIBROSARCOMA, (630416 ) IN IN 92-105
IN 92-105

Tumor rate: <1% in CTL - Total

0.500 0.597 0.600

P VALUES

ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN

NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC

SKELETAL M(5800 YOSTEOSARCOMA/ (580013 ) IN IN 106-108 1 01 0 0 O 0.804 0.736 0.739
IN 106-108 2 37 40 36 37 38
Tumor rate: <1% in CTL - Total - 0 1 0 0 O

FEMUR {5901 ) ANGIOMA (590103 ) IN IN 92-105 1 0 01 0 O 0.769 0.743 0.746
IN 92-105 2 4 2 6 7 6
Tumor rate: <1% in CTL - Total - 0o 01 0 0

STERNUM (5902 ) SARCOMA NOT 0(200010 ) IN IN 106-108 1 0 0 1 0 O 0.587 0.708 0.711
IN 106-108 2 37 41 35 37 38
Tumor rate: <1% in CTL - Total - 0 0 1 0 O

MESENTERY (6302 JHISTIOCYTIC S(020007 ) MX IN 106-108 1 01 0 0 O 0.804 0.736 0.739
IN 106-108 2 37 40 36 37 38
Tumor rate: <1% in CTL - Total - 0 1 0 0

SUBCUTIS (6304 YRISTIOCYTIC S(020007 )} MX IN 79-91 1 0 1 0 0 0.547 0.703 0.706
IN 79-91 2 S 4 2 3
IN 92-105 1 0 0 1 0
IN 92-105 2 4 2 6 6
Tumor rate: <1% in CTL - Total - 0 1 1 0

SUBCUTIS (6304 ) SARCOMA NOT 0(200010 ) IN IN 79-91 1 0 1 0 0 0.426 0.412 0.414
\ IN 79-91 2 S 4 2 3

APPEARS THIS WAY IN 92-105 1 0 o 11 ..
Y 1 IN 92-105 2 4 2 6 5 - 7
ON ORIGINAL IN 106-108 1 10 0 0 Ui Ui e

IN 106-108 2 36 41 36 37 38
- 1 1 11
1 1 0 0 0
2 3 2 7 6
- 1 0 0 0
1 0 0 1 0
2 5 5 1 3
- 0 0 1 0
1 1 0 0 1
2 6 41 7 37
- 1 0 0 1
1 0 0 1 0
2 4 2 6 6
- 0 0 1 0

ONOONMNOOWOONIOORAROJOWOONOWOO

APPEARS THIS WAY
ON ORIGINAL

(End of File)

57



58

TABLE 7a
INTERCURRENT MORTALITY RATES
ANIMAL: RAT

SEX: MALE

Dose

Time CTL LOW MED HIGH
Weeks [No. [No. {Cum % [No. [No. |Cum %{No. [No. JCum % [No. No. [Cum %
Died JRisk {Died Died fRisk |Died Died |Risk {Died Died |Risk ]Died
0-52 0 50 0.0 0] 50 0.0 1 50 2.0 1 50 2.0
53-78 50 4.0 50 2.0 2 49 6.0 3 49 8.0
79-91 48 12.0 21 49 6.0 47 8.0 1 46 10.0
92-104| 8 44 | 28.0 5 47 16.0 6 | 46 20.0 6 45 22.0
105-107] 36 § 50 72.0 | 42 ] 50 ] 840 | 40| 50 80.0 | 39| 50 78.0

[ %]
—

'y
—_

APPEARS THIS WAY
ON ORIGINAL
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TABLE 7b
INTERCURRENT MORTALITY RATES
ANIMAL: RAT

SEX: FEMALE

Dose

Time CTL LOW MED HIGH
Weeks [No. [No. §Cum % [No. {No. |Cum %{No. |No. |Cum % |No. |No. jCum %
Died JRisk {Died Died JRisk |Died [Died JRisk ]Died Died JRisk {Died
0-52 0 50 0.0 01 50 0.0 2150 4.0 01 50 0.0

53-78) 3 1 50] 6.0 7150 140 ] 2 | 48 8.0 3150 6.0
7991 5 147 160 | 3 [ 43| 200 2 146] 120 | 4 | 47| 140
92-104] 7 ] 42} 300 | 7 J 40 340 | 7 |44 260 | 3 ] 43 ] 200

105-107§ 35 | 50§ 700 | 33 ] S0} 660 } 37| 50| 740 | 40] 50 | 80.0

APPEARS THIS WAY
ON ORIGINAL
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TABLE 8a

ANIMAL: RAT

TEST OF HOMOGENEITY

Sex Method p-value

Male Cox 0.5488
Kruskal-Wallis 0.5598

Female Cox 0.4602
Kruskal-Wallis 0.4777

TEST OF LINEAR TREND

Sex Method p-value
Male Cox 0.9461
Kruskal-Wallis 0.8956
Female Cox 0.1613
Kruskal-Wallis 0.1796
APPEARS THIS WAY
ON ORIGINAL
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TABLE 8b
ANIMAL: RAT :

PAIRWISE COMPARISONS

SEX: MALE
0
PAIRWISE COMPARISONS (1 D.F. CHI-SQUARES, WITH CONT CORR) DSNAME: c:\ted\SV_RAT_M.DBS
EXACT ONE 2X2 CHI- DIRECTION COX'S TEST GENERALIZED K/W ANALYSIS
GROUP TAIL TEST SQUARE USING OF 2X2 CHI-SQ EXACT INVERSE CONSERVATIVE EXACT INVERSE CONSERVATIVE
N IN DEN
0 Vvs. 1 CHIsQ 1.4569 NEG 1.4612 1.4605 1.9881 1.9872
PROB .1138 2274 .2267 .2269 .1585 .1586
0 vs. 2 CHISQ .4934 NEG .4636 . 4634 L1127 L7124
PROB .2415 .4824 .4959% .4960 .3985 .3986
0 vs. 3 CHISQ .2133 NEG .1607 .1607 .2739 L2739
PROB L3224 . 6442 .6885 . 6886 .6007 . 6007
1 Vs. 2 CHISQ .0678 POS .0937 .0937 L3174 L3173
PROB .3976 . 7946 » L7595 .7596 .5732 .5732
1 vs. 3 CHISQ .2599 POS .3283 .3282 L7113 L7112
PROB .30585 .6102 .5667 .5667 .3990 .3951
2 Vs. 3 CHISQ .0000 POS .0024 .0024 .0829 .0829
PROB .5000 1.0000 L9611 .9611 L7734 L7734
SEX: FEMALE
[}
PAIRWISE COMPARISONS (1 D.F. CHI-SQUARES, WITH CONT CORR) DSNAME: c:\ted\SV_RAT_F.DBS
EXACT ONE 2X2 CHI- DIRECTION COX'S TEST GENERALIZED K/W ANALYSIS
GROUP TAIL TEST SQUARE USING OF 2X2 CHI-SQ EXACT INVERSE CONSERVATIVE EXACT INVERSE CONSERVATIVE
N IN DEN
0 VS. 1 CHISQ .0460 POS .0822 .0822 .2514 .2513
PROB .4152 .8303 L7743 L7743 .6161 .6161
0 Vs. 2 CHISQ .0496 NEG .0804 .0803 L2355 .2354
PROB .4120 .8238 .7768 .7768 .6275 .6276
0 Vs. 3 CHISQ .8533 NEG .7627 .7626 .9983 .9982
PROB L1779 .3556 .3825 .3825 L3177 .3178
1 VvVs. 2 CHISQ .4286 NEG .5028 .5024 .8012 .8006
PROB .2565 .5127 .4783 .4784 .3707 .3709
1 Vs. 3 CH1sQ 1.8265 NEG 1.8411 1.8405 2.3354 2.3345
PROB .0880 .1765 .1748 .1749 .1265 .1265
2 Vs. 3 CHISQ .2259 NEG .1888 .1888 .3440 .3439
PROB .3176 .6346 .6639 .6639 .5575 .5576

APPTARS TAIS HAY
o1l

O QRIGHIAL
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TABLE 9a
ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note: Dose Levels Included: CTRL LOW MED HIGH (0 0.1 0.5 2.5)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols: ~ , + and * indicate that p-values are <0.005, <0.025 and <0.05 respectively

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC"
BRAIN (0100 )GRANULAR CELL (010010 ) IN IN 105-107 1 o0 1 1 1 0.304 0.328 0.437
IN 105-107 2 36 41 39 38
Tumor rate: <1% in CTL - Total - 0 1 1 1
BRAIN (0100 )GLIOMA MALIGN(010012 ) IN IN 105-107 1 0 1 0 O 0.771 0.748 0.878
IN 105-107 2 36 41 40 39
Tumor rate: <1% in CTL - Total - 0 1 0 0
SPINAL COR (0200 JHISTIOCYTIC S{020002 ) MX IN 79-91 1 1 0 0 O 0.961 0.867 0.922
R & ey IN 79-91 2 3211
.\H”.‘.»—RD ii il‘x G IN 92-104 1 1 0 0 0
PYAS IN 92-104 2 7 4 6 6
OM QRIGIHAL FA 103 1 01 0 0
FA 103 2 38 43 42 39 .
Tumor rate: 4% in CTL - Total - 2 1 0 O
SCIATIC NE(0301 ) SCHWANNOMA BE (030103 ) IN IN 92-104 1 0O 0 1 0 0.060 0.033* 0.060
IN 92-104 2 8 5 5 6
IN 105-107 1 0 0 0 2
IN 105-107 2 36 42 40 37
Tumor rate: <1% in CTL - Total - 0 0 1 2
HEART (0400 ) TUMOR ENDOCAR (040007 ) FA FA 104 1 1 0 0 0 1.000 0.776 0.896
FA 104 2 37 43 41 39
N Tumor rate: 2% in CTL - Total - 1 0 0 O '
HEART (0400 JHISTIOCYTIC S(040011 ) FA FA 102 1 1 0 0 0 1.000 0.776 0.895
FA 102 2 40 44 43 41
Tumor rate: 2% in CTL - Total - 1 0 0 O
HEART (0400 ) TOMOR ENDOCAR (040015 ) IN IN 105-107 1 01 0 0 0.771 0.748 0.878
IN 105-107 2 36 41 40 39
Tumor rate: <1% in CTL - Total - 01 0 O
LUNGS (0900 YHISTIOCYTIC S(090001 ) FA FA 90 1 1 0 0 O 0.986 0.895 0.938
e ) FA 90 2 45 47 46 45
RS EETIOUNES FICINT oY FA 102 1 100 0
N ST FA 102 2 40 44 43 41
Sauvaiuliiac FA 103 1 01 0 0 T B S URII
FA 103 2 38 43 42 39
Tumor rate: 4% in CTL - Total - 2 1 0 O
ORAL CAVIT(1000 ) SCHWANNOMA MA (100002 ) FA FA 102 1 0 0 0 1 0.243 0.041* 0.108
FA 102 2 41 44 43 40
Tumor rate: <1% in CTL - Total - 0 0 0 1
STOMACH (1500 YHISTIOCYTIC S(150011 ) FA FA 102 1 1 0 0 O 1.000 0.776 0.895
FA 102 2 40 44 43 41
Tumor rate: 2% in CTL - Total - 1 0 0 O
STOMACH (1500 ) PAPILLOMA SQU(150012 ) IN IN 105-107 1 01 0 O 0.771 0.748 0.878
IN 105-107 2 36 41 40 39
Tumor rate: <1% in CTL - Total - 0 1 0 O
JEJUNUM (1602 )SARCOMA NOS (160207 ) FA FA 93 1 0 1 0 O 0.761 0.748 0.877
FA 93 2 43 46 45 45
Tumor rate: <1% in CTL - Total - 01 0 O
INTESTINE (1700 JHISTIOCYTIC S(170001 ) IN IN 79-91 1 1 0 0 O 0.610 0.690 0.811
IN 79-91 2 3 211
IN 92-104 1 0 0 1 0O
IN 92-104 2 8 5 5 6
Tumor rate: 2% in CTL - Total - 1 01 0
CECUM (1701 ) ADENOMA (170107 ) IN IN 105-107 1 1 0 0 O '1.000 0.779 0.897
IN 105-107 2 35 42 40 39
Tumor rate: 2% in CTL - Total - 1 0 0
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ORGAN
NAME

COLON

LIVER

PANCREAS

PANCREAS

PANCREAS

PANCREAS

KIDNEYS

KIDNEYS

KIDNEYS

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN
CODE

(1702

(1800

(2000

(2000

(2000

(2000

(2100

(2100

(2100

URINARY BL (2300

URINARY BL (2300

TESTES

TESTES

(2500

(2500

TABLE 9a (Continued)

TUMOR TUMCR TUMOR
NAME CODE TYPE

)INFILTRATION (170202 ) MX

Tumor rate: 4% in CTL
YHISTIOCYTIC S(180007 ) MX

ST Y TS Y
: S DR

AN Y
[SNE I N RIS 8

Tumor rate: 4% in CTL
JHISTIOCYTIC S(200004 ) MX

Ly .
R T I Y

Tumor rate: 4% in CTL
)TUMOR ISLET C(200017 ) 1IN

Tumor rate: <1% in CTL
JADENOMA ACINA (200021 ) IN

Tumor rate: 2% in CTL
)TUMOR ISLET C(200023 ) FA

Tumor rate: <1% in CTL
YHISTIOCYTIC S(210001 ) IN

Tumor rate: <1% in CTL
)TUMOR LIPOMAT (210022 ) 1IN

Tumor rate: <1% in CTL
) TUMOR LIPOMAT (210030 ) MX

Tumor rate: <1% in CTL
YHISTIOCYTIC S(230001 ) IN

Tumor rate: 2% in CTL
)PAPILLOMA TRA (230010 ) MX

Tumor rate: <1% in CTL
JLEYDIG CELL T(250005 ) IN

Tumor rate: 22% in CTL
JHISTIOCYTIC S(250009 ) IN

Tumor rate: <1% in CTL

63

TIME
INTERVAL

79-91
79-91
102

102
Total
92-104
92-104
S0

90

102

102

103

103
Total
92-104
92-104
90

90

103

103
Total
105-107
105-107
Total
105-107
105-107
Total

102
102
Total
92-104
92-104
Total
92-104
92-104
Total
105-107
105-107
102
102
Total
79-91
79-91
Total
105-107
105-107
94

94
Total
79-91
79-91
92-104
92-104
105-107
105-107
Total
92-104
92-104
Total

63
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ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE RAT

EXACT
PERMU

1.000

0.922

0.862

0.637

1.000

0.497

0.480

0.240

0.315

1.000

0.499

0.198

0.480

P VALUES
ASYMP- CONTIM
TOTIC CORREC
0.816 0.901
0.890 0.930
0.844 0.902
0.748 0.846
0.779 0.897
0.602 0.776
0.5%94 0.769
0.040* 0.10S5
0.227 0.346
0.689 0.867
0.649 0.768
0.195 0.222
0.594 0.769
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TABLE 9a (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN
NAME

ORGAN
CODE

EPIDIDYMID (2600

PROSTATE

(2700

SEMINAL VE (2800

SEMINAL VE (2800

PITUITARY (4100

PITUITARY (4100

THYROID GL (4200

THYROID GL (4200

THYROID GL (4200

THYROID GL (4200

ADRENAL GL (4400

ADRENAL GL (4400

TUMOR TUMOR TUMOR
NAME CODE TYPE
YHISTIOCYTIC S(260007 ) MX
Tumor rate: 2% in CTL
JHISTIOCYTIC S(270004 ) IN
Tumor rate: 2% in CTL
JHISTIOCYTIC S(280003 ) MX
Tumor rate: 2% in CTL
) ADENOCARCINOM (280012 ) IN
Tumor rate: 2% in CTL
YADENOMA PARS (410001 ) MX
TPETARS THIS WY
I TR § Fo R LI
(PN VICE AL SEEY o T4
Tumor rate: 10% in CTL
)ADENOMA PARS (410010 ) IN
Tumor rate: <1% in CTL
) FOLLICULAR CA (420002 ) IN
Tumor rate: 2% in CTL
) TUMOR C-CELL (420006 ) IN
: .’\A:-.a ::J 'f"’-”;‘ts
S oRIGHAL
Tumor rate: 14% in CTL
) TUMOR C-CELL (420016 ) IN
Tumor rate: <1% in CTL
) HEMANGIOMA (420017 ) IN
Tumor rate: <1% in CTL
) INFILTRATION/ (440011 ) FA
Tumor rate: 2% in CTL
) TUMOR MEDULLA (440016 ) IN
Tumor rate: 16% in CTL

TIME
INTERVAL

79-91
79-91
103

103
Total
79-91
79-91
92-104
92-104
Total
92-104
92-104
102

102
Total
92-104
92-104
Total
92-104
92-~104
105-107
105-107
84

84

92

92
Total
92-104
92-104
105-107
105-107
Total
79-91
79-91
105-107
105-107
Total
79-91
79-91
92-104
92~104
105-~107
105-107
Total
105-107
105-107
Total
105-107
105-107
Total
102

102
Total
53-78
53-78
92-104
92-104
105-107
105-107
Total

ROW TABLE
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EXACT
PERMU

0.623

0.610

0.749

1.000

0.575

P VALUES
ASYMP- CONTIN
TOTIC CORREC
0.695 0.816
0.690 0.811
0.765 0.858
0.769 0.891
0.580 0.620

DN I

0.490

0.885

0.519

0.061

0.771

1.000

0.978

RN

; :;i\{
.

Jai i idiih

0.641

0.797

0.525

Cla

-t

0.762

0.888

0.568

]
PR ERY E T PREN

0.008+

0.748

0.776

0.970

0.019+

0.878

0.895

0.977
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TABLE 9a (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE
ADRENAL GL (4400

ADRENAL GL (4400

HEMOLYMPHO (4500

. ~™v
pPDTADT TS

~

HEMOLYMPHO (4500

SPLEEN (4600

SPLEEN (4600
THYMUS (5000
THYMUS (5000
THYMUS (5000

MESENT. LY (5104

MESENT. LY (5104
MANDIB.LYM (5108
SALIVARY G(5300
ZYMBAL GLA (5520
ZYMBAL GLA (5520

MAMMARY GL (5600

TUMOR TUMOR TUMOR
NAME CODE TYPE

YADENOMA CORTI (440019 ) IN

Tumor rate: <1% in CTL
) TUMOR MEDULLA (440028 ) IN

Tumor rate: <1% in CTL
JHISTIOCYTIC S(450001 ) FA

Y
iy

Tumor rate: 8% in CTL
JMALIGNANT LYM(450002 ) MX

Tumor rate: <1% in CTL
YHISTIOCYTIC S(460001 ) MX

Tumor rate: 2% in CTL
) FIBROMA (460012 ) 1IN

Tumor rate: <1% in CTL
YHISTIOCYTIC S(S00006 ) IN

Tumor rate: 2% in CTL
) FIBROSARCOMA (500017 ) FA

Tumor rate: 2% in CTL
) THYMOMA BENIG(500018 ) IN

Tumor rate: <1% in CTL
JHISTIOCYTIC S(510401 ) IN

Tumor rate: 2% in CTL
) HEMANGIOMA (510419 ) IN

Tumor rate: 4% in CTL
YHISTIOCYTIC S(510812 ) IN

Tumor rate: <1% in CTL
) SCHWANNOMA MA (530002 ) FA

Tumor rate: <1t in CTL
) PAPILLOMA SQU (552004 ) IN

Tumor rate: <1% in CTL
) CARCINOMA (552006 ) FA

Tumor rate: 2% in CTL
) FIBROADENOMA (560001 ) FA

Tumor rate: <1% in CTL

TIME
INTERVAL

IN
IN

IN
IN

FA
IN
IN

FA
FA

FA

105-107
105-107
Total
105-107
105-107
Total
62

62

Total
105-107
105-107
Total
92-104
92-104
Total
60

60
Total
105-107
105-107
Total
79-91
79-91
92~-104
92-104
Total
105-107
105-107
Total
92-104
92-104
Total
88

88
Total
105-107
105~107
Total
104

104
Total
82

82
Total
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EXACT
PERMU
0.322

0.500

0.963

L

0.815

0.749

0.771
1.000
1.000
0.500

0.840

0.357
0.680
0.247
0.503
1.000

0.747

P VALUES
ASYMP- CONTI!
TOTIC CORRE(
0.230 0.349
0.651 0.770
0.945 0.963
0.825 0.900
0.765 0.858
0.748 0.878
0.769 0.891
0.775 0.894
0.651 0.770
0.79%0 0.883
0.291 0.373
0.737 0.871
0.043* 0.111
0.607 0.779
0.776 0.896
0.743 0.875
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TABLE 9a (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN MALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE

MAMMARY GL (5600

SKIN (5700
SKIN (5700
SKIN (5700
SKIN (5700

SKELETAL M(5800

SKELETAL M(5800

BONE (5900

FEMUR (5901

STERNUM (5902

EARS (6600

BODY CAVIT (6800

(End of File)

(560009 |} IN IN 105-107

Tumor rate:
) SQUAMOUS CELL (570001

Tumor rate:
JHISTIOCYTIC S(570002 ) FA FA 62

Tumor rate:
) PAPILLOMA SQA(570008 ) MX IN 105-107

Tumor rate:
(570009 ) IN IN 105-107

Tumor rate:
JHISTIOCYTIC S(580001 ) IN IN 79-91

Tumor rate:
) RHABDOMYOSARC (580003 ) FA FA 83

Tumor rate:

Tumor rate:
JHISTIOCYTIC S(590104 ) FA FA 90

Tumor rate:
YHISTIOCYTIC S$(590207 ) MX IN 79-91

Tumor rate:
) FIBROSARCOMA (660001 ) IN IN 105-107

Tumor rate:
JHISTIOCYTIC S(680004 ) FA FA 102

Tumor rate:

TUMOR TIME

TYPE INTERVAL ROW TABL.

(7]

FA 104
in CTL - Total

1

IN 105-107 35

in CTL - Total 1
) MX IN 105-107 1
IN 105-107 35

FA 67 0

FA 67 48

in CTL - Total 1
0

FA 62 48

FA 102 2

FA 102 39

FA 103 0

FA 103 38

in CTL - Total 2
0

IN 105-107 36

FA 104 0

8

0

0

6

(%)

IN 105-107
in CTL - Total

IN 79-91
IN 92-104
IN 92-104
in CTL - Total

IRNE IR INENE IR IRNERNER N RN FERNHENFEFRNH I NDNENE N
o

0

1

3

1

3

2

0

8

in CTL - Total 0
(590002 ) FA FA 94 1
FA 94 42

in CTL - Total 1
1

FA 90 45

FA 103 0

FA 103 38

in CTL - Total 1
1

IN 79-91 3

FA 103 0

FA 103 38

in CTL - Total 1
1

IN 105-107 3s

in CTL - Total 1
1 2

FA 102 2 39

in CTL - Total - 2
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EXACT
PERMU

1.000

0.627

0.503

0.805

0.492

1.000

0.942

0.884

1.000

1.000
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4 cy
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P VALUE
ASYMP-
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0.779

0.578

0.846
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'
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[N
1.8
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LR T EE FEYA

0.826

0.607

0.804

0.601
0.777

0.841
0.794

0.779

0.859

S
CONTIN!
CORREC"

0.897

0.672

0.898

A W

0.902

0.779

0.878

0.775

0.896

0.912

0.887

0.897

0.923
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TABLE 9b

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

Note:
ORGAN ORGAN
NAME CODE
BRAIN (0100
BRAIN (0100

SPINAL COR(0200

HEART (0400

AORTA (0501

NASAL CAVI (0601

NASAL CAVI (0601

LUNGS (0900
TONGUE (1100
STOMACH (1500
STOMACH (1500
ILEUM (1603
INTESTINE (1700
COLON (1702

Dose Levels Included:

IN: Incidental (nonfatal) to all,
Symbol:
TUMOR TUMOR TUMOR TIME
NAME CODE TYPE INTERVAL
JHISTIOCYTIC S(010007 ) FA FA 67
FA 67
Tumor rate: <1% in CTL - Total
)GRANULAR CELL(010010 ) IN IN 105-107
IN 105-107
Tumor rate: <1% in CTL - Total
YyHISTIOCYTIC S(020002 ) FA FA 67
FA 67
FA 94
FA 94
Tumor rate: <1% in CTL - Total
JHISTIOCYTIC S(040011 ) MX IN 53-78
IN 53-78
FA 94
FA 94
Tumor rate: <1% in CTL - Total
JHISTIOCYTIC S(050102 ) FA FA 94
FA 94
Tumor rate: <1% in CTL - Total
JHISTIOCYTIC S(060105 ) FA FA 67
FA 67
Tumor rate: <1% in CTL - Total
) SCHWANNOMA BE (060112 ) IN IN 105-107
IN 105-107
Tumor rate: <1% in CTL - Total
JHISTIOCYTIC S(090001 ) MX IN S53-78
a Yy IN 53-78
S TR R Y IN 92-104
HooRhAL FA 71
FA 71
Tumor rate: 2% in CTL - Total
)CARCINOMA SQA (110007 ) FA FA 102
FA 102
Tumor rate: 2% in CTL -~ Total
YHISTIOCYTIC S(150011 )} FA FA 94
FA 94
Tumor rate: <1% in CTL - Total
) PAPILLOMA SQU(150012 ) IN IN 105-107
IN 105-107
Tumor rate: <1% in CTL - Total
) LEIOMYOMA (160303 ) IN IN 92-104
IN 92-104
Tumor rate: <1% in CTL - Total
YHISTIOCYTIC S(170001 ) FA FA 94
FA 94
Tumor rate: <1% in CTL - Total
) INFILTRATION (170202 ) FA FA 94
FA 94
Tumor rate: <1% in CTL - Total

67
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r
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P VALUES
EXACT
PERMU
0.750
0.759

0.634

0.791

0.759

0.750

0.759

0.823

1.000

0.759

0.759

0.708

0.759

0.759

ASYMP-
TOTIC
0.749

0.761

0.751

0.806

0.752

0.761

0.833

Pamc bk

0.785

0.752

0.761

0.689

0.752

0.752

CONTIN
CORREC
0.877

0.883

0.847

0.889

0.880

0.877

0.883

0.894

0.899

0.880

0.883

0.870

0.880

0.880
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TABLE 9b (Continued)
ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTINT
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC"
LIVER (1800 JRISTIOCYTIC S(180007 )} MX IN S53-78 1 0 0 © 0.843 0.855 0.907
IN 53-78 2 6 2 3
oo TR VifAY IN 92-104 0 0 1 0
A PEARS THIS VA IN 92-104 7 6 6 3 o
‘q :“Tiﬁiiill FA 67 01 0 0 N i
AR A R FA 67 48 47 47 49
FA 94 01 0 O Ll
FA 94 40 39 44 42
Tumor rate: 2% in CTL - Total 1 2 1 0
LIVER (1800 YHEPATOCELLULA (180039 ) IN IN 105-107 0 0 0 1 0.276 0.055 0.133
IN 105-107 35 33 37 39
Tumor rate: <1% in CTL - Total 0 0 0 1
PANCREAS (2000 JHISTIOCYTIC S(200004 ) FA FA 67 0 1 0 O 0.882 0.887 0.927
FA 67 48 47 47 49
DA s e ey FA 71 1 0 0 O
ACSR RS TS Ay FA 71 47 46 46 49
EETER ) FA 94 0 1 1 o
S ORIGHIA FA 94 40 39 43 42 S
Tumor rate: 2% in CTL - Total 1 21 0
PANCREAS (2000 )TUMOR ISLET C(200017 ) IN IN 105-107 0 0 0 1 0.276 0.055 0.133
IN 105-107 35 33 37 39
Tumor rate: <1% in CTL - Total 0 0 0 1
PANCREAS (2000 JADENOMA ACINA (200021 ) IN IN 105-107 01 0 o 0.759 0.761 0.883
IN 105-107 35 32 37 40
Tumor rate: <1% in CTL - Total 0 0 0
KIDNEYS (2100 JHISTIOCYTIC S(210001 ) MX IN 92-104 0 1 0 0.640 0.761 0.852
IN 92-104 7 6 3
FA 67 0 0 o0
FA 67 48 47 47 49
Tumor rate: <1% in CTL - Total 0 1 0
KIDNEYS (2100 )TUMOR LIPOMAT (210022 ) IN IN 105-107 1 0 1 0.477 0.288 0.414
IN 105-107 4 33 37 39

Tumor rate: 2% in CTL - Total
URINARY BL (2300 JHISTIOCYTIC S(230001 ) MX IN 53-78
IN 53-78
FA 94
FA 94
Tumor rate: <1% in CTL - Total
OVARIES/OV ({3200 JHISTIOCYTIC S(320005 ) MX IN 92-104
IN 92-104
FA 67
FA 67
Tumor rate: <1% in CTL - Total
OVARIES/OV (3200 ) THECOMA BENIG (320010 ) IN IN 105-107
IN 105-107
Tumor rate: <1% in CTL - Total
OVARIES/OV {3200 )CHORIOCARCINO (320011 ) FA FA 103
FA 103
Tumor rate: <1% in CTL - Total
UTERUS (3400 ) SCHWANNOMA MA (340001 ) FA FA 73
FA 73
FA 82
FA 82
Tumor rate: <1% in CTL - Total
UTERUS (3400 YHISTIOCYTIC S(340009 ) MX IN 53-78
IN 53-78
FA 94
FA 94
Tumor rate: <1% in CTL - Total
UTERUS (3400 ) FIBROMA (340017 ) IN IN 105-107
IN 105-107
Tumor rate: 2% in CTL - Total

0.791 0.806 0.889
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ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE
UTERUS (3400

UTERUS (3400

PITUITARY (4100

69

TABLE 9b (Continued)

TUMOR TUMOR TUMOR
NAME CODE TYPE
) ADENOMA (340020 ) IN

Tumor rate: <1% in CTL
YADENOCARCINOM (340025 ) MX

AR THIS Y

RV RN It I B
cedo e Vi
ERRE A F R

Tumor rate: 2% in CTL
JADENOMA PARS (410001 ) MX

o - SATAY
N T*K,\f?: 11‘!3 “'\!

PITUITARY (4100

PITUITARY (4100

PITUITARY (4100

THYROID GL (4200

~

. R IR )
PR A

Tumor rate: 52% in CTL
JHISTIOCYTIC S(410007 ) FA

Tumor rate: <1% in CTL
JADENOMA PARS (410010 ) IR

Tumor rate: 2% in CTL
)ADENOCARCINOM (410012 ) IN

Tumor rate: <1% in CTL
YBISTIOCYTIC S(420004 ) FA

Tumor rate: <1% in CTL

TIME
INTERVAL

IN

IN
IN
FA
FA

105-107
105-107
Total
79-91
79-91
105-107
105-107
87

87

95

95
Total
53-78
53-78
79-91
79-91
92-104
92-104
105-107
105-107
53

53

64

64

88

88

90

90

91

91

93

93

96

96

99

99

100

100

102

102

103

103

1104

104

106

106
Total
67

67
Total
105-107
105-107
Total
105-107
105-107
Total
67

67
Total
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2
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2
1
2
1
2
1
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1
2
1
2
1
2
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EXACT
PERMU

0.531

0.164

TN g M e
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0.906

P VALUES
ASYMP-~ CONTIN
TOTIC CORREC
0.628 0.790
0.124 0.169
0.904 0.914

0.750

1.000

0.759

0.750

0.749

0.790
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0.749

0.877

0.901
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TABLE 9b (Continued)
ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC”
THYROID GL (4200 }TUMOR C-CELL (420006 ) IN IN 79-91 1 0 1 0 1 0.801 0.804 0.833
IN 79-91 2 5 2 2 3
IN 92-104 1 1 0 0 O
IN 92-104 2 6 7 7 3
IN 105-107 1 2 8 5 3
IN 105-107 2 33 25 32 37
Tumor rate: 6% in CTL - Total - 3 9 5 ¢4
THYROID GL (4200 ) FOLLICULAR CE (420012 ) IN IN 92-104 1 01 0 O 0.267 0.288 0.398
IN 92-104 2 7 6 1 3
IN 105-107 1 o0 0 1 1
IN 105-107 2 35 33 36 39
“Tumor rate: <1% in CTL - Total - 01 1 1
PARATHYROI (4300 Y} ADENOMA (430002 ) IN IN 105-107 1 0 0 0 1 0.276 0.055 0.133
IN 105-107 2 35 33 37 39
Tumor rate: <1% in CTL - Total - 0 0 0 1
ADRENAL GL (4400 ) INFILTRATION/ (440011 ) FA FA 67 1 01 0 0 0.746 0.828 0.891
FA 67 2 48 47 47 49
FA 94 1 0 1 1 0
FA 94 2 40 39 43 42
Tumor rate: <1% in CTL -~ Total - 0 2 1 0
ADRENAL GL(4400 ) TUMOR MEDULLA (440016 ) IN IN 105-107 1 0 3 0 2 0.352 0.316 0.397
IN 105-107 2 35 30 37 38
Tumor rate: <1% in CTL - Total - 0 3 0 2
ADRENAL GL (4400 YADENOMA CORTI (440019 ) IN IN 53-78 1 0 0 0 1 0.784 0.742 0.807
IN 53-78 2 3 7 2 2
N IN 105-107 1 4 0 0 O
IN 105-107 2 31 33 37 40
Tumor rate: 8% in CTL - Total - 4 0 0 1
ADRENAL GL (4400 YADENOCARCINOM (440023 ) FA FA 93 1 1 0 0 ¢ 0.940 0.853 0.919
FA 93 2 41 40 44 43
FA 105 1 0 1 0 0
FA 105 2 35 32 37 40
Tumor rate: 2% in CTL - Total - 1 1 0 0
HEMOLYMPHO (4500 JRISTIOCYTIC S(450001 ) MX IN 79-91 1 1 0 0 O 0.940 0.922 0.949
IN 79-91 2 4 3 2 4
FA 67 1 0 1 0 O
123 MA FA 67 2 48 47 47 49 oy
FA 71 i 1 0 0 0O Y
AL FA 71 2 47 46 46 49
FA 94 1 01 1 0
FA 94 2 40 39 43 42
Tumor rate: 4% in CTL - Total - 2 210
HEMOLYMPHOQ (4500 JMALIGNANT LYM(450002 ) FA FA 98 1 1 0 0 0 1.000 0.783 0.898
FA 98 2 39 36 41 41
Tumor rate: 2% in CTL - Total - 1 0 0 O
HEMOLYMPHO (4500 JMYELOID LEUKE (450003 ) FA FA 87 1 1 0 0 O 1.000 0.783 0.898
FA 87 2 43 42 45 46
Tumor rate: 2% in CTL - Total - 1 0 0 O
SPLEEN (4600 YHISTIOCYTIC S(460001 ) MX IN 53-7: : ; g é g g 0.651 0.770 0.853
. LY, IN 53-7
.“:"("”,v\?b Tﬁ‘b ﬁ'A{ IN 92-104 1 0 1 0 0 '.FP:Q_ 8o 1110 1474
34 SRIGIMAL IN 92-104 2 7 6 6 3 SrrnaRS THIS WAY
PAYETRL FA 94 1 0010 O8 JRIGINA
FA 94 2 40 40 43 42 ‘ GiNAL
Tumor rate: <1% in CTL - Total - 0 21 0O
SPLEEN (4600 ) HEMANGIOSARCO (460018 ) FA FA 86 1 1 0 0 O 1.000 0.782 0.898
FA 86 2 44 42 46 46
Tumor rate: 2% in CTL - Total - 1 0 0 O
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TABLE 9b (Continued)

ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

ORGAN ORGAN
NAME CODE
THYMUS (5000

LYMPH NODE (5100

MESENT. LY(5104

MESENT. LY (5104

MANDIB.LYM(5108

SALIVARY G(5300

HARDERIAN (5400

HARDERIAN (5400

MAMMARY GL (5600

MAMMARY GL (5600

MAMMARY GL (5600

TUMOR TUMOR TUMOR
NAME CODE TYPE
JHISTIOCYTIC S(500006 ) MX
1“77195”§H3‘W57
bR} ,"'\\,»\?nil
Tumor rate: <1% in CTL
YHISTIOCYTIC S(510002 ) FA
Tumor rate: <1% in CTL
JHISTIOCYTIC S(510401 ) MX
Tumor rate: <1% in CTL
) HEMANGIOMA (510419 ) IN
Tumor rate: 4% in CTL
JMALIGNANT FIB(510804 ) FA
Tumor rate: <1% in CTL
YHISTIOCYTIC S(530003 ) FA
Tumor rate: <1% in CTL
JHISTIOCYTIC S(540003 ) IN
Tumor rate: <1% in CTL
) ADENOMA (540008 ) IN
Tumor rate: 2% in CTL
) FIBROADENOMA (560001 ) MX
A s PR PAT AN
o TARS THD HAY
T2 Rl B!
S oRiGhiAL
Tumor rate: 10% in CTL
)ADENOCARCINOM (560007 ) IN
Tumor rate: 6% in CTL
) ADENOMA (560009 ) IN
in CTL

Tumor rate: 4%

TIME
INTERVAL

92-104
92-104
67

67

94

94
Total
67

67

94

94
Total
92-104
92-104
67

67
Total
105-107
105-107
Total
67

67
Total
67

67
Total
53-78
53-78
Total
105-107
105-107
Total
53-78
53-78
79-91
79-91
92-104
92-104
105-107
105-107
50

S0

63

63

71

71

80

80

86

86
Total
92-104
92-104
105-107
105-107
Total
105-107
105-107
Total

71
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EXACT
PERMU

0.692

0.781

0.616

0.750

1.000

0.671

0.918

0.959

P VALUES
ASYMP- CONTINI
TOTIC CORREC”
0.796 0.871
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TABLE 9b (Continued)
ANALYSIS OF CARCINOGENIC POTENTIAL IN FEMALE RAT

TEST OF DOSE-RESPONSE (TUMOR) POSITIVE LINEAR TREND

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP- CONTIN
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORREC
SKIN (5700 ) SQUAMOUS CELL(S570001 ) MX IN 79-91 1 1 0 0 O 0.732 0.776 0.863
IN 79-91 2 4 3 2 4
FA 104 1 0 0 1 0
FA 104 2 35 35 38 40
Tumor rate: 2% in CTL - Total - 1 0 1 0
SKIN (5700 YHISTIOCYTIC S$(570002 ) MX IN S3-78 1 01 0 O 0.779 0.819 0.884
. IN 53-78 2 3 6 2 3
.,;4;3?-'»7,3;}Q THIS WAY IN 79-91 1 1 0 0 0 e
PN IN 79-91 2 4 3 2 4 13 nTamn o
S anaia FA% 1 00 10
FA 94 2 40 40 43 42
Tumor rate: 2% in CTL - Total - 1 1 1 0
SKELETAL M(5800 JHISTIOCYTIC S(580001 ) IN IN 79-91 1 1 0 0 O 0.896 0.814 0.897
IN 79-91 2 4§ 3 2 4
IN 92-104 1 0 1 0 O
IN 92-104 2 7 6 7 3
Tumor rate: 2% in CTL - Total -~ 1 1 ¢ 0
FEMUR {5901 JHISTIOCYTIC S(590104 ) MX IN 92-104 1 0 1 0 O 0.855 0.866 0.914
IN 92-104 2 7 6 6 3
FA 67 1 01 0 O
- - i FA 67 2 48 47 47 49 L m o m e
APRTANS THIS AY FA 81 1 100 0 - :
At Amyt g FA 81 2 45 43 46 46 . NN
i e dbaiiedni FA 94 1 0 0 1 0O o . .
FA 94 2 40 40 43 42
N Tumor rate: 2% in CTL - Total - 1 2 1 0 )
STERNUM (5902 YHISTIOCYTIC S(590207 ) FA FA 67 1 01 0 O 0.746 0.828 0.891
FA 67 2 48 47 47 49
FA 94 1 01 1 0
FA 94 2 40 39 43 42
Tumor rate: <1% in CTL - Total - 0 2 1 0
BODY CAVIT (6800 YMESOTHELIOMA/ (680002 ) FA FA 94 1 0 0 1 0 0.518 0.612 0.782
FA 94 2 40 40 43 42
Tumor rate: <1% in CTL - Total - 0 0 1 0O
BODY CAVIT(6800 YHISTIOCYTIC S(680004 ) IN IN 92-104 1 0 1 0 O 0.708 0.689 0.870
IN 92-104 2 7 6 7 3
Tumor rate: <1% in CTL - Total - 0 1 0 0

(End of File)

72



73

FIGURE 1la
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FIGURE 1b
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FIGURE 2a
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FIGURE 2b
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